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(57) Abstract: The present 
invention provides a compound of 
formula (I) wherein R r R 5 , R^, R 26t 
Y and X 2 are defined as in claim 
J. The compounds activate human 
(I) peroxisome proli feral or activated 

receptors (hPPARs) and arc useful 
for the treatment of associated 
disorders such as cardiovascular 
disease and hypercholesteremia. 
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THIAZOLE AND OXAZOLE DERIVATIVES AS ACTIVATORS OF HUMAN PEROXISOME PROLIFERATOR 
ACTIVATED RECEPTORS 



The present invention relates to certain novel compounds. In particular, the present invention 
5 relates to compounds that activate human peroxisome proliferator activated receptors ("hPPARs"). 
The present invention also relates to methods for preparing the compounds, their use in medicine, 
pharmaceutical compositions containing them and methods for the prevention or treatment of PPAR 
mediated diseases or conditions. 

Several independent risk factors have been associated with cardiovascular disease. These 
10 include hypertension, increased fibrinogen levels, high levels of triglycerides, elevated LDL 

cholesterol, elevated total cholesterol, and low levels of HDL cholesterol. HMG CoA reductase 
inhibitors ("statins") are useful for treating conditions characterized by high LDL-c levels. It has been 
shown that lowering LDL-c is not sufficient for reducing the risk of cardiovascular disease in some 
patients, particularly those with normal LDL-c levels. This population pool is identified by the 
15 independent risk factor of low HDL-c. The increased risk of cardiovascular disease associated with 
low HDL-c levels has not yet been successfully addressed by drug therapy (i.e. currently there are no 
drugs on the market that are useful for raising HDL-c). (Bisgaier, C. L; Pape, M. E. Cu/f. Pharm. Des. 
1998, 4, 53-70). 

Syndrome X (including metabolic syndrome) is loosely defined as a collection of abnormalities 
including hyperinsulinemia, obesity, elevated levels of trigycerides, uric acid, fibrinogen, small dense 
LDL particles, and plasminogen activator inhibitor 1 (PAI-1), and decreased levels of HDL-c. 

NIDDM is described as insulin resistance which in turn causes anomalous glucose output and 
a decrease in glucose uptake by skeletal muscle. These factors eventually leaci to impaired glucose 
tolerance (IGT) and hyperinsulinemia. 

Peroxisome Proliferator Activated Receptors (PPARs) are ophan receptors belonging to the 
steroid/retinoid receptor superfamily of ligand-activated transcription factors. See, for example Willson 
T.M. and Wahli, W., Curr. Opin. Chem. Biol. (1997) Vol 1 pp 235-241 and Willson T.M. et al., J. Med. 
Chem (2000) Vol 43 p527-549. The binding of agonist ligands to the receptor results in changes in 
the expression level of mRNA's encoded by PPAR target genes. 

Three mammalian Peroxisome Proliferator-Activated Receptors have been isolated and 
termed PPAR-alpha, PPAR-gamma, and PPAR-delta (also known as NUC1 or PPAR-beta). These 
PPARs regulate expression of target genes by binding to DNA sequence elements, termed PPAR 
response elements (PPRE). To date, PPRE's have been identified in the enhancers of a number of 
genes encoding proteins that regulate lipid metabolism suggesting that PPARs play a pivotal role in 
the adipogenic signaling cascade and lipid homeostasis (H. Keller and W. Wahli, Trends Endocrin 
Me/291-296,4(1993)). 

It has now been reported that thiazolidinediones are potent and selective activators of 
PPAR-ga,r.rm: and bind directly to the PPAR-gamma receptor (J. M. Lehmann p'- al., J. Biol. Chem. 
12953-12956, 270 (1995)), providing evidence that PPAR-gamma is a possible target for the 
therapeutic actions of the thiazolidinediones. 

Activators of the nuclear receptor PPARy, for example troglitazone, have been shown in the 
clinic to enhance insulin-action, reduce serum glucose and have small but significant effects on 
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reducing serum triglyceride levels in patients with Type 2 diabetes. See, for example, D. E. Kelly et 
el., Curr. Opin. Endocrinol Diabetes, 90-96, 5 (2), (1998); M. D. Johnson et al., Ann. Pharmacother., 
337-348, 32 (3), (1997); and M. Leutenegger et ah, Curr. Then Res., 403-416, 58 (7), (1997). 

The mechanism for this triglyceride lowering effect appears to be predominantly increased 
clearance of very low density lipoproteins (VLDL) through induction of liporotein lipase (LPL) gene 
expression. See, for example, B. Staels et al. f Arterioscler. Thromb., Vase. Biol, 1756-1764, 17 (9), 
(1997). 

Fibrates are a class of drugs which may lower serum triglycerides 20-50%, lower LDLc 10- 
15%, shift the LDL particle size from the more atherogenic small dense to normal dense LDL, and 
increase HDLc 10-15%. Experimental evidence indicates that the effects of fibrates on serum lipids 
are mediated through activation of PPARa. See, for example, B. Staels et al., Curr. Pharm. Des., 1- 
14> 3 (1), (1997). Activation of PPARct results in transcription of enzymes that increase fatty acid 
catabolism and decrease de-novo fatty acid synthesis in the liver resulting in decreased triglyceride 
synthesis and VLDL production/secretion. In addition, PPARa activation decreases production of 
apoC-lll. Reduction in apoC-lll, an inhibitor of LPL activity, increases clearance of VLDL. See, for 
example, J. Auwerx et al., Atherosclerosis, (Shannon, Irel), S29S37, 124 (Suppl), (1996). 

Certain compounds that activate or otherwise interact with one or more of the PPARs have 
been implicated in the regulation of triglyceride and cholesterol levels in animal models. See, for 
example, U.S. Patents 5,847,008 (Doebber et al.) and 5,859,051 (Adams et al.) and PCT publications 
WO 97/28149 (Leibowitz et al.) and WO99/04815 (Shimokawa et al.). In a recent report (Berger et al., 
J. Biol Chem. 1999), vol. 274, pp. 671 8-6725) it was stated that PPARD activation does not appear to 
modulate glucose or triglyceride levels. 

In one aspect, the present invention provides compounds of formula (I) and pharmaceutical^ 
acceptable salts, solvates, and hydrolysable esters thereof wherein; 



R 1 and R 2 are independently hydrogen or alkyl; 
X 2 is O, S, or CH 2 ; 

R 3 , R 4 , and R 5 are independently H, C^alkyl, OCH 3 , CF 3 , OCF 3 , allyl, CN, or halogen; 
Y is S or O; 

each R 25 is independently CH 3 , OCH 3 , OCF 3l CF 3 , or halogen; 
y is 0, 1,2, 3, 4 or 5; and 

R 26 is selected from the group consisting of the moieties A through K depicted below: 
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A 




wherein R 12 is selected from the group consisting of C«alkyf, C^alkylenearyl, and the 
moieties depicted below in Group II, 



Group II 



wherein R 17 and R 18 are independently hydrogen, halogen, hydroxy, -CN, C^alkyl, C,. 
cperfluoroalkyl, C^acyl, -OC^alkyl, perfluoroOC^ikyl, or C^hydroxyaJkyl; 
R 1S is hydrogen or Chalky!; 

R 21 is C^alkyl, -C^lkylenearyl, aryl, or -aryl-heteroaryl; 

R 22 is C^lkyl, aryl, or -C 1-6 alkylenearyi; 

R 23 is C^alkyl, Ca^cycloalkyl, or aryl; 

R 24 is C^Ikyl, -C^alkylenearyl, C^cycloalkyl, or aryl; 



wherein 2 is O, N or S (note that when Z is N, the depicted bond can be attached to the 
nitrogen in the ring as well as any of the carbons in the ring); 



wherein R 20 is C^alkyl, aryl, -OC^alkyl, hydroxy, C^hydroxyalkyl, or 1-aJkoxyC^alkyl; 



B 




C 




D 



— N 



\ / 



o 
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R 14 

h2C 



5 wherein R 13 and R 14 are independently hydrogen, halogen, CN, perfluroC^alkyl, perfluroOC,. 

ealkyl, C^alkyl, -OC^alkyl, -C^IkyleneOC^alkyl, -SC^alkyl, or aryl; 



wherein R 21 is independently as defined above; 
G 



R 15 



R 18 



wherein R 1S and R 16 are independently hydrogen, C^lkyl, C«cycloalkyl optionally 
substituted with 1 or 2 C w aikyl groups, or R 12 as defined above; 



H 

=N 

I 

(CH 2 )nPh 

wherein n is 1-3 

J 

O R 21 

wherein R 21 is independently as defined above; and 
K 

— S— R 21 



wherein R 21 is independently as defined above. As used herein "aryl" or in any phrase or term 
including "aryl" such as "-C^alkylenearyf", the "aryl" means a phenyl group or a 5 or 6 membered 
heteroaryl group. As used hereing "heteroaryl" means a 5 or 6 membered heteroaryl group. As used 
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herein any such "aryl" or "heteroaryl" group may optionally be substittued with one or two substituents 
selected from the group consisting of halogen, CN, dimethylamino, perfluroC^lky), perfluroOC,. 
6 alkyl, C^alkyl, -OC^alkyl, -C^alkyleneOC^alkyl, and -SC^alkyl. 

In another aspect, the present invention discloses a method for prevention or treatment of a 
disease or condition mediated by one or more human PPAR alpha, gamma or delta ("hPPARs") 
comprising administration of a therapeutically effective amount of a compound of this invention. 
hPPAR mediated diseases or conditions include dyslipidemia including associated diabetic 
dysiipidemia and mixed dyslipidemia, syndrome X (as defined in this application this embraces 
metabolic syndrome), heart failure, hypercholesteremia, cardiovascular disease including 
atherosclerosis, arteriosclerosis, and hypertriglyceridemia, type II diabetes mellitus, type I diabetes, 
insulin resistance, hyperlipidemia, inflammation, epithelial hyperproliferative diseases including 
eczema and psoriasis and conditions associated with the lung and gut and regulation of appetite and 
food intake in subjects suffering from disorders such as obesity, anorexia bulimia, and anorexia 
nervosa. In particular, the compounds of this invention are useful in the treatment and prevention of 
diabetes and cardiovascular diseases and conditions including atherosclerosis, arteriosclerosis, 
hypertriglyceridemia, and mixed dyslipidaemia. 

In another aspect, the present invention provides pharmaceutical compositions comprising a 
compound of the invention, preferably in association with a pharmaceutical^ acceptable diluent or 
carrier. 

in another aspect, the present invention provides a compound of the invention for use in 
therapy, and in particular, in human medicine. 

In another aspect, the present invention provides the use of a compound of the invention for 
the manufacture of a medicament for the treatment of a hPPAR mediated disease or condition. 

As used herein, "a compound of the invention" means a compound of formula (I) or a 
pharmaceutical^ acceptable hydrolyzable ester or, solvate, thereof. 

While hydrolyzable esters are included in the scope of this invention, the acids are preferred 
because the data suggests that while the esters are useful compounds, it may actually be the acids to 
which they hydrolyze that are the active compounds. Esters that hydrolyze readily can produce the 
carboxylic acid in the assay conditions or in vivo. Generally the carboxylic acid is active in both the 
binding and transient transfection assays, while the ester does not usually bind well but is active in the 
transient transfection assay presumably due to hydrolysis. Preferred hydrolysable esters are C 1-6 alkyl 
esters wherein the alkyl group may be straight chain or branched chain. Methyl or ethyl esters are 
more preferred. 

Preferably R 1 and R 2 are independently H or CH 3 . Most preferably R 1 and R 2 are either both 
H or both CH 3 . 

Preferably X 2 is O or S. More preferably X 2 is S; 
Preferably R 3 is CH 3 or H; 
Preferably R 4 and R 5 are H. 
Preferably Y is S. 

Preferably y is 1 or 2. When y is 2, preferably one R 25 is halogen; more preferably one is 
halogen and the other is CF 3 . When y is 1, preferably the R 25 is in the para position on the ring and is 
more preferably CF 3 . 

Preferably R 26 is selected from the moieties shown below in Group III. 
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-O" ^ -OS 

Group III 

Preferably R 12 is selected from the moieties shown below in Group IV. 

Group IV 

Preferably R 13 or R 14 are independently fluorine, bromine, phenyl, thienyl, CF 3l OCF 3 , OCH 3 , 
SCH 3 , or t-butyl. Most preferably R 14 is thienyl, OCH 3 , OCF 3f CF 3 , or fluorine. Most preferably R 14 is 
substituted para to the depicted open valence. Most preferably R 13 is hydrogen or fluorine. 

Preferably R 17 and R 18 are independently hydrogen, OH, OC^alkyl, CN, halogen, CF 3 , 
COCH 3 , CH(OH)CH 3 , or OCF 3 . Most preferably R 17 is fluorine, chlorine, OC^alkyl, or COCH 3 and R 18 
is OCH 3 or hydrogen. Most preferably R 17 is substituted para to the depicted open valence. 

Preferably R 20 is phenyl, methyl, OCH 3 , OH, or CH 2 OH. 

Preferably R 21 is -C^alkylenephenyl, phenyl-5-methyl-1,2,4-oxadiazol-3-yl, or phenyl 
optionally substituted by methyl or CN. 

Preferably R 22 is C^alkyl, phenyl, or benzyl. 

Preferably R 23 is C^alkyl, furanyl, thienyl, methoxymethyl, C^cyclalkyi, or phenyl optionally 
substituted by a halogen a methoxy or a dimethylamino group. 

Preferably R 24 is H, C^alkyl, cyclohexyl, m-methoxyphenyl, p-fluorophenyl, or - 
CH 2 CH 2 phenyl. 

Preferably R 18 is hydrogen. 

Particularly preferred compounds will be those is which most or ail of the variables are 
selected from the preferred or most preferred groups for each variable. 

While the preferred groups for each variable have generally been listed above separately for 
each variable, preferred compounds of this invention include those in which several or each variable 
in Formula (I) is selected from the preferred, more preferred, or most preferred groups for each 
variable. Therefore, this invention is intended to include all combinations of preferred, more preferred, 
and most preferred groups. 

Suitable compounds of formula (1) include: 

2-[4-({[4^[4-(4-acetylpheny!H ^ 
yl]methyI}sulfanyl)-2-methylphenoxy3-2-methylpropanoic acid, 

2-methyl-2^2-methyM-[({4-^ 
5-y!}methyl)sulfanyI]phenoxy}propanoic acid, 

{2-methyU-[({4-(3-thienyimethyI).2-[4-(trifluoromethy0phenyi]-1,3-thiazol-5- 
yl}methyl)su!fanyl]phenoxy}acetic acid, 

{4.[({4-benzyl-2-[4-(trifluoromethyl)pheny0-1,3-thiazol-5-yl}methyl)sulfanyl]-2,5- 
dimethylphenoxyjacetic acid, 
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2^[({44[4-(4-acetylp^ 

yl}methyl)sulfanyI]-2-.methylphenoxy}propanoic acid, 

2^4-[({4^4-(4-acety^ 
yI}methy!)sulfanyO-2-ethyIphenoxy}propanoic acid, 

2K2-methyM-[({4^2^ 
yJ}methyl)sulfanyl]phenoxy}propanoic acid, 

2^4-[({4^[4-(4wriethoxyp^ 

5-yI}methyl)suIfenyI]-2-methylphenoxy}propanoic acid, 

2^4-[({4^[4-(4H3thoxypheny^ 
yl}methyl)suifanyl]-2-methylphenoxy}propanoic acid, 

2HTiethyl-2^2-methyM-[({4^^^ 

(trifiuoromethyl)phenyO-l ,3*ia2o|.5-yi}methyf)suffanyGphenoxy}propanoic acid, 

2^4-[({4^[4-{4-acetylpheny^^ 
yl}methyI)sulfanyO-2-propylphenoxy}propanoic acid, 

{2-m?thyW-[({4^ 
yl}methy!)sulfanyI]phenoxy}acetic acid, 

2-(4^[(2-(4-fluorophenylM^ 

yl)methyl]sulfany^2-methylphenoxy>.2-methylpropanoic acid, 
2^4-K{4^4-(4-ac*tylp^ 

yl}methyi)sulfany!]phenoxy}-2-methylpropanoic acid, 
2^4-[({4^[4-(2,4Ki^ 

thia2ol-5-yl}methyl)sulfanyl].2.methylphenoxy}propanoic acid, 
{2-isopropyM-[({4H[4K4^^ 

1 t 3-thia2oI.5-y(}methyl)sulfanyr|phenoxy}acetic acid, 

2 W({4Kr4K4-methoxyph^ 
5-yI}methyl)sulfanyl]-2-propylphenoxy}propanoic acid, 

2W({4-benzyl-2-[4-(^ 
methy!phenoxy}propanoic acid, 

2^2-e%W.[({4^[4-(4-me^ 3 . 
thia2ol-5-yl}methyi)sulfanyi]phenoxy}propanoic acid, 

2-me%l-2^2-methyW-^^^ 
5-y!}methy!)sutfanyI]phenoxy}propanoic acid, 

2^4-[({4^[4-(4-fluoroph^^ 

yl}methyl)suIfanyl]-2-methylphenoxy}-2-methylpropanoic acid, 
{4-[({4^[4-(4-acetylphenyl)-1-p^ 

yl}methyl)su!fanyf]-2-propylphenoxy}acetic acid, 
{4-r({4-([1,1M>iphenyO 

yl}methyl)su!fanyG-2-methylphenoxy}acetic acid, 
2 -{4-[({4^[4K4-f)uorophenyl^ 

yl}methy!)sulfany(]-2-methyiphenoxy}propanoic acid, 

{44({4^[4.(3-methoxypheny!)-1-pipera2iny0methyl}-2-[4-(trifluo 
yI}methyi)suffanyi]-2-methylphenoxy}acetic acid, 
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242-me%!^[({4-(3-thienylm^ 
yl}methyl)sulfanyQphenoxy}propanoic acid, 

{4-[({4^[4-(2^ethoxyphenylH-pipera^ 
yl}methyl)sulfanyQ-2-methylphenoxy}acetic acid, 

2^2HSopropyW-[({4^4-(^ 
1 ,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

244-[({4^44ert-butylbenzyl)-2-[4K^ 
methylphenoxy}-2-methylpropanoic acid, 

244-[({44[4-(3-methoxyphenyiH^ 

5- yi}methyl)su!fanyl]-2-methylphenoxy}propanoic acid, 

2^4-[({4-benzyl-2-[4-(trifluor^ 
dimethylphenoxy}propanoic acid, 

244-[({44I4-(4^hlorophenyi)-1-piperazjnyOmethyl^2-[4-(triflu 
yl}methyl)sulfanyI]-2-methylphenoxy}propanoic acid, 

2^4-[({4-berizyl-2-[4-(t^ 
fluorophenoxy}propanoic acid, 

244r[({4^[4-(2,4KJifluoropheny^^ 

6- yl}methyl)sulfenyr|-2-methylphenoxy}propanoic acid, 

{4-[({4-(2,4^ifluorobenzy!)-2^ 
methylphenoxy}acetic acid, 

2H4-[({4^[4-(4-acetylph^ 

yf}methyl)suIfanyl]-2-methyIphenoxy}-2-methylpropanoic acid, 

2-methyl-2^2-methyM4({4^3^ 
yI}methyl)suHanyQphenoxy}propanoic acid, 

2^4-[({4^[4-(4-methox>ph^ 
5-yl}methyl)suIfanyI]-2-methylphenoxy}propanoic acid, 

{2-ethyM-[({4^[4-(4^ethoxyphe^^ 
thia2ol-5-yI}methyI)sulfanyI]phenoxy}acetic acid, 

2^4-[({4-(4-methoxyber^l>2-[4-(t^ 
methylphenoxy}-2-methylpropanoic acid, 

2-methyl-2K4-[({4^4-(2^ 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

2^4-[({4^4-(4wTiethoxyphenyI)-1-p^ 
5-yI}methyl)sulfanyl]-2-methylphenoxy}-2-methyipropanoic acid, 

2^4-[({44[4-(4-methoxyphenyl)-1-piper^ 
5-yI}methyI)sulfanyI]phenoxy}-2-methylpropanoic acid, 

2-methyl-2^2-methyM-[({4-[4^^^ 
thia2ol-5-yf}methyf)sulfanyl]phenoxy}propanoicacid, 

2^4-[({4^[4-(4-isopropoxypheny!M-piperaz^ 
thiazol-5-yI}methyl)suIfanyI]'2-methylphenoxy}propanoicacid, 

2-{2-methyM-[({4-{[4-(2-pyrimid^^ 
thia2o!-5-yl}methyl)sulfanyI]phenoxy}propanoic acid, 
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{2-methyl^[({4^3-phenylprDpyl>2-[4-(trifluoromethyl)phenyO-1,3-thiazol-5- 
yl}methy/)sulfanyQphenoxy}acetic acid, 

[4H({4-benzyl-2-[4-(trifl^ 

(trifluoromethyl)phenoxy]acetic acid, 

(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methy!)sulfanyl]phenoxy}aceticacid, 

{4-[({4-ben 2 y1-2-[4^trifluoromethyi)phenyI]-1 > 3-thiazol-5-y!}methyi)sife 
methylphenoxy}acetic acid, 

{4-[({4-benzyl-2-[4-(trifluorome^ 
methylphenoxy}acetic acid, 

methylphenoxy}acetic acid, * 

{2,5^imethy!^[({4^3-thie^^ 
y'}methyl)sulfanyr]phenoxy}aceticacid, 

{2wTiemyl^({4^4-(2-p^^ 3 . 

thia2ol-5-yl}methyl)suJfanyl]phenoxy}acebcacid, 

{4-[({4-benzyl-2-[4-{trifluoromethyl)phenyl].1 ,3-thiazol-5-yl}methyl)sulfany!>2 3- 
dimethyipherioxy}acetic acid, 

acid [4 " (ff2 ' (4<hl0r0phen ^^ me ^" 1,3 * iffi0| -^ me ^^ 

C^ethyM-K^K^e^^ 
y(}methyI)sulfanyrjphenoxy}acetic acid, 

{4-[({4^enzyl-2-r4-(trifluoriDme% 
bromophenoxy}acetic acid, 

{2^e%I^K{4-[(2-phenylethoxy)meth^ 
yl}methyl)sulfanyl]phenoxy}acetic acid, 

{2-methyl-4-[({4-(2-pheny)ethyl)-2-[4-(trifiuoromethyl)phenyO-1 > 3-thia20l-5- 
yi)methyl)sulfanyl]phenoxy}acetic acid, and 

pharmaceutical^ acceptable salts, solvates, and hydrolyzable esters thereof. 

More preferred compounds of formula (1) include: 
2 - meth y'-242-methyl^^^ 
yl}methyl)sulfanyl)phenoxy}propanoic acid, 

5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoicacid, 

{2-e%M-[({4^4-(4-methoxyphe^^ 3. 

thiazol.5-yl}methyl)sulfany0phenoxy}aceticacid, 
244-I({4^4-memox^ 

methylphenoxy}-2-methylpropanoicacid, 

2^ethyl-2^4-[({4H[4-(2-pyra r inyl)-1-pfc^ 

thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoicacid, 

5-yl}methyl)sulfanyl]-2-methylphenoxy^2-m e thylprop a noicacid, 
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2^4-[({4^[4^4HTtethoxyph^ 
5-yi}methyl)sulfany0phenoxy}-2-methylpropanoic acid, 

2-methyl-2^2wiiethyl^[({4-[4-(trifl^^ 
thiazoi-5-yl}methyJ)sulfanyQphenoxy}propanoic acid, 

2-{4-[({4-{[4-(4-isopropoxyphenyI)-1 -piperaziny0meth^2-[4-(trifluoromethyl)phenyl]-1 I 3- 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid, 

2-{2-methyl-4-[({4-{[4-(2-pyrimidinyl)-1 -pipera2inyl]methyl}-2«[4-(trifluoromethyI)phenyl]- 1 ,3- 
thiazol-5-yi}methyl)sulfanyl]phenoxy}propanoic acid, and 

pharmaceutical^ acceptable salts, solvates, and hydrolyzable esters thereof. 

Preferably, the compounds of formula (I) are hPPAR agonists. The hPPAR agonists of 
formula (I) may be agonists of only one type ("selective agonists"), agonists for two PPAR subtypes 
f dual agonists"), or agonists for all three subtypes (" pan agonists"). As used herein, by "agonist", or 
"activating compound", or "activator", or the like, Is meant those compounds which have a pKi of at 
least 5.0 preferably at least 6.0 to the relevant PPAR, for example hPPARD.in the binding assay 
described below, and which achieve at least 30% activation of the relevant PPAR relative to the 
appropriate indicated positive control in the transfection assay described below at concentrations of 
10' 5 M or less. More preferably, the compounds of this invention achieve 30% activation of at least 
one human PPAR in the relevant transfection assay at concentrations of 10" 6 M or less. More 
preferably the compounds of the invention achieve 30% activation of at least one human PPAR in the 
relevant transfection assay at concentrations of 1 0' 7 M or less. 

Preferably the compounds of formula (1) are hPPAR5 agonists. More preferably they are also 
agonists of at least one of PPARy or PPARot. Most preferably they are pan hPPAR agonists. 

It will also be appreciated by those skilled in the art that the compounds of the present 
invention may also be utilized in the form of a pharmaceutically acceptable salt or solvate thereof. 
The physiologically acceptable salts of the compounds of formula (I) include conventional salts formed 
from pharmaceutically acceptable inorganic or organic acids or bases as well as quaternary 
ammonium acid addition salts. More specific examples of suitable acid salts include hydrochloric, 
hydrobromic, sulfuric, phosphoric, nitric, perchloric, fumaric, acetic, propionic, succinic, glycoiic, 
formic, lactic, maleic, tartaric, citric, palmoic, malonic, hydroxymaleic, phenylacetic, glutamic, benzoic, 
salicylic, fumaric, toluenesulfonic, methanesulfonic, naphthalene-2-sulfonic, benzenesuffonic 
hydroxynaphthoic, hydroiodic, malic, steroic, tannic and the like. Other acids such as oxalic, while not 
in themselves pharmaceutically acceptable, may be useful in the preparation of salts useful as 
intermediates in obtaining the compounds of the invention and their pharmaceutically acceptable salts. 
More specific examples of suitable basic salts include sodium, lithium, potassium, magnesium, 
aluminium, calcium, zinc, N.N'-dibenzylethylenediamine, chloroprocaine, choline, diethanolamine, 
ethylenediamine, N-methylglucamine and procaine salts. Those skilled in the art of organic chemistry 
will appreciate that many organic compounds can form complexes with solvents in which they are 
reacted or from which they are precipitated or crystallized. These complexes are known as "solvates". 
For example, a complex with water is known as a "hydrate". Solvates of the compound of formula (I) 
are within the scope of the invention. References hereinafter to a compound according to the 
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invention include both compounds of formula (I) and their pharmaceutically acceptable salts and 
solvates. 

The compounds of the invention and their pharmaceutically acceptable derivatives are 
conveniently administered in the form of pharmaceutical compositions. Such compositions may 
5 conveniently be presented for use in conventional manner in admixture with one or more 
physiologically acceptable carriers or excipients. 

While it is possible that compounds of the present invention may be therapeutically 
administered as the raw chemical, it is preferable to present the active ingredient as a pharmaceutical 
formulation. The carriers) must be "acceptable" in the sense of being compatible with the other 
1 0 ingredients of the formulation and not deleterious to the recipient thereof. 

Accordingly, the present invention further provides for a pharmaceutical formulation 
comprising a compound of formula (I) or a pharmaceutically acceptable salt or solvate thereof together 
with one or more pharmaceutically acceptable earners therefore and, optionally, other therapeutic 
and/or prophylactic ingredients. 

The formulations include those suitable for oral, parenteral (including subcutaneous e.g. by 
injection or by depot tablet, intradermal, intrathecal, intramuscular e.g. by depot and intravenous), 
rectal and topical (including dermal, buccal and sublingual) administration although the most suitable 
route may depend upon for example the condition and disorder of the recipient The formulations may 
conveniently be presented in unit dosage form and may be prepared by any of the methods well 
known in the art of pharmacy. All methods include the step of bringing into association the 
compounds ("active ingredient") with the carrier which constitutes one or more accessory ingredients. 
In general the formulations are prepared by uniformly and intimately bringing into association the 
active ingredient with liquid carriers or finely divided solid earners or both and then, if necessary, 
shaping the product into the desired formulation. 

Formulations suitable for oral administration may be presented as discrete units such as 
capsules, cachets or tablets (e.g. chewable tablets in particular for paediatric administration) each 
containing a predetermined amount of the active ingredient; as a powder or granules; as a solution or 
a suspension in an aqueous liquid or a non-aqueous liquid; or as an oil-in-water liquid emulsion or a 
water-in-oil liquid emulsion. The active ingredient may also be presented as a bolus, electuary or 
paste. 

A tablet may be made by compression or moulding, optionally with one or more accessory 
ingredients. Compressed tablets may be prepared by compressing in a suitable machine the active 
ingredient in a free-flowing form such as a powder or granules, optionally mixed with other 
conventional excipients such as binding agents, (for example, syrup, acacia, gelatin, sorbitol, 
tragacanth, mucilage of starch or polyvinylpyrrolidone), fillers (for example, lactose, sugar, 
microcrystalline cellulose, maize-starch, calcium phosphate or sorbitol), lubricants (for example, 
magnesium stearate, stearic acid, talc, polyethylene glycol or silica), disintegrants (for example ,' potato 
starch or sodium starch glycollate) or wetting agents, such as sodium lauryl sulfate. Moulded tablets 
may be made by moulding in a suitable machine a mixture of the powdered compound moistened with 
an inert liquid diluent. The tablets may optionally be coated or scored and may be formulated so as to 
provide slow or controlled release of the active ingredient therein. The tablets may be coated 
according to methods well-known in the art. 



WO 02/059098 



PCT/US01/51056 



12 



Alternatively, the compounds of the present invention may be incorporated into oral liquid 
preparations such as aqueous or oily suspensions, solutions, emulsions, syrups or elixirs, for 
example. Moreover, formulations containing these compounds may be presented as a dry product for 
constitution with water or other suitable vehicle before use. Such liquid preparations may contain 
conventional additives such as suspending agents such as sorbitol syrup, methyl cellulose, 
glucose/sugar syrup, gelatin, hydroxyethylcellulose, carboxymethyl cellulose, aluminum stearate gel 
or hydrogenated edible fats; emulsifying agents such as lecithin, sorbitan mono-oleate or acacia; non- 
aqueous vehicles (which may include edible oils) such as almond oil, fractionated coconut oil, oily 
esters, propylene glycol or ethyl alcohol; and preservatives such as methyl or propyl p- 
hydroxybenzoates or sorbic acid. Such preparations may also be formulated as suppositories, e.g., 
containing conventional suppository bases such as cocoa butter or other glycerides. 

Formulations for parenteral administration include aqueous and non-aqueous sterile injection 

solutions which may contain anti-oxidants, buffers, bacteriostats and solutes which render the 

formulation isotonic with the blood of the intended recipient; and aqueous and non-aqueous sterile 

suspensions which may include suspending agents and thickening agents. 

The formulations may be presented in unit-dose or multi-dose containers, for example sealed 

ampoules and vials, and may be stored in a freeze-dried (iyophilised) condition requiring only the 

addition of a sterile liquid carrier, for example, water-for-injection, immediately prior to use. 

Extemporaneous injection solutions and suspensions may be prepared from sterile powders, granules 

and tablets of the kind previously described. 

Formulations for rectal administration may be presented as a suppository with the usual 

carriers such as cocoa butter, hard fat or polyethylene glycol. 

Formulations for topical administration in the mouth, for example buccally or sublingually, 

include lozenges comprising the active ingredient in a flavoured basis such as sucrose and acacia or 

tragacanth, and pastilles comprising the active ingredient in a basis such as gelatin and glycerin or 

sucrose and acacia. 

The compounds may also be formulated as depot preparations. Such long acting formulations 
may be administered by implantation (for example subcutaneously or intramuscularly) or by 
intramuscular injection. Thus, for example, the compounds may be formulated with suitable polymeric 
or hydrophobic materials (for example as an emulsion in an acceptable oil) or ion exchange resins, or 
as sparingly soluble derivatives, for example, as a sparingly soluble salt 

In addition to the ingredients particularly mentioned above, the formulations may include other 
agents conventional in the art having regard to the type of formulation in question, for example those 
suitable for oral administration may include flavouring agents. 

It will be appreciated by those skilled in the art that reference herein to treatment extends to 
prophylaxis as well as the treatment of established diseases or symptoms. Moreover, it will be 
appreciated that the amount of a compound of the invention required for use in treatment will vary with 
the nature of the condition being treated and the age and the condition of the patient and will be 
ultimately at the discretion of the attendant physician or veterinarian. In general, however, doses 
employed for adult human treatment will typically be in the range of 0.02-5000 mg per day, preferably 
1-1500 mg per day. The desired dose may conveniently be presented in a single dose or as divided 
doses administered at appropriate intervals, for example as two, three, four or more sub-doses per 
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day. The formulations according to the invention may contain between 0.1-99% of the active 
ingredient, conveniently from 30-95% for tablets and capsules and 3-50% for liquid preparations. 

The compound of formula (I) for use in the instant invention may be used in combination with 
other therapeutic agents for example, statins and/or other lipid lowering drugs for example MTP 
inhibitors and LDLR upregulators. The compounds of the invention may also be used in combination 
with antidiabetic agents, e.g. metformin, sulfonylureas and/or PPAR gamma, PPAR alpha or PPAR 
alpha/gamma agonists (for example thiazolidinediones such as e.g. Pioglitazone and Rosiglftazone). 
The compounds may also be used in combination with antihypertensive agents such as angistensin 
antagonists e.g. telmisartan, calcium channel antagonists e.g. lacidipine and ACE inhibitors e.g. 
enalapril. The invention thus provides in a further aspect the use of a combination comprising a 
compound of formula (I) with a further therapeutic agent in the treatment of a hPPAR mediated 



When the compounds of formula (I) are used in combination with other therapeutic agents, the 
compounds may be administered either sequentially or simultaneously by any convenient route. 

The combinations referred to above may conveniently be presented for use in the form of a 
pharmaceutical formulation and thus pharmaceutical formulations comprising a combination as 
defined above optimally together with a pharmaceutical^ acceptable carrier or excipient comprise a 
further aspect of the invention. The individual components of such combinations may be administered 
either sequentially or simultaneously in separate or combined pharmaceutical formulations. 

When combined in the same formulation it will be appreciated that the two compounds must 
be stable and compatible with each other and the other components of the formulation and may be 
formulated for administration. When formulated separately they may be provided in any convenient 
formulation, conveniently in such a manner as are known for such compounds in the art. 

When a compound of formula (I) is used in combination with a second therapeutic agent 
active against the same hPPAR mediated disease, the dose of each compound may differ from that 
when the compound is used alone. Appropriate doses will be readily appreciated by those skilled in 
the art 

There is further provided processes for the preparation of compounds of 1 . Unless otherwise 
indicated all definitions are as above. 

In general when X s is O or S the compounds could be assembled by coupling through an 
alkylation step such as that shown below. 

The esters are commercially available or made by the following general route when X s is S. 
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The heterocycle when Y is O or S and Z is N was generally made as shown below from an 
appropriate amide or thioamide: 



+ 



^/-N 2.MsCI,Et a N 



In specific cases the overall coupling step could be carried out directly after chlorosulfonation 
5 of the ester component without the need for formation of the chloride of the heterocyclic moiety, as 
shown below: 



CH/ 



1. CJS03H 
R D 4 2. Zn dust 



HO 

KOCH/ 



40-89-C 





In some cases R 9 was further elaborated through palladium coupling at the ester stage as 
shown below: 



10 



Alternatively R 9 was elaborated after the coupling reaction by nucleophilic displacement of a 
mesylate shown below: 



15 




3. NuclefiphlOc 



PeTHPorTBDMS 



20 



Examples 

The invention is further illustrated by the following Examples which should not be construed 
as constituting a limitation thereto. 



Ethyl 4-(bro momethyl)^[4-(tr!fluoromethyl)phenvlV1 t 34hia20le>5-carboxylate 
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To a 2-L round-bottom flask equipped with an mechanical overhead stirrer, a reflux condenser 
and a N 2 inlet was added ethyl 4-methyl-2-[4-(trifluoromethyl)phenyl]-1,3-thia2ole-5-cart)oxylate (85g 
0.27moles, 1 .Oeq) and dry carbon tetrachloride (750ml, 0.38M). Freshly recrystallized N-bromo 
succinimide (52.72g, l.leq) was added as a solid, Benzoyl peroxide (6.5g, 10mol%) was added at 
5 room temperature all at once as a solid, and the reaction mixture was refluxed for 5 hrs The reaction 
was monitored by 'H NMR and was determined to be composed of a 9:1 mixture of monc-bromination 
product (..e. desired product) and di-bromination product with a 90% conversion. After cooling to 0°C 
(to precipitate out the succinimide) the reaction was filtered through Celite and the solvent was 
removed under reduced pressure to yield a brown oil. The oil was crystallized using hexanes to yield 
10 1 0Og (94%) of an off-white product of 90% purity. 

1 H NMR (CDCI 3 ) 400MHz 5 8.1 0(d, 2H, J=8.20 Hz), 7.72(d, 2H, J-8.20 Hz), 4.99(s 2H) 
4.40(q, 2H, J=7.18 Hz). 1.41(t, 3H, J=7.18 Hz). 
TLC(15% EtOAc/Hexanes) R, = 0.55 

15 Ethyl 4-(bromomethv»-2-D henyl-1 .3-thiazole-5-carboxvlate 

The title compound was made using the same procedure as above. 
'H NMR (CDCW 400MHz 6 7.98(dd. 2H. J=7.86. 1.54 Hz). 7.47(m, 3H), 4.99(s, 2H), 4.39(q 
2H.J=7.12Hz),1.40(t,3H,J=7.12Hz), 

TLC(15% EtOAc/Hexanes) R, = 0.50 

20 

Ethyl 4.(hydroxymethvl)-2-f4-<trifluorom e t hyl)phenvn.1.3.thi a2 ole-5.c a rboxvl a te 

To a stirred solution of ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5- 
carboxylate (50g. 0.127moles. 1eq) in dry DMF (300ml) under a positive N 2 flow was added silver 
trifluoroacetate (42.02g, 0.1 91moles. 1.5eq) all at once as a solid. This was stirred at room 

25 temperature for 3.5 hrs. The reaction was partitioned between ethyl ether (1 .5L) and water (500ml) 
The phases were separated and the organic phase was washed twice with water (500ml) After 
separation of the phases, the organic fraction was dried with Na 2 S0 4 , filtered and concentrated in 
vacuo. The crude trifluoroacetate product was used without characterization. Ethanol (300m!) was 
added and the reaction was refluxed for 10 hrs. After cooling to room temperature the ethanol was 

30 removed in vacuo to yield 42g (1 00%) of the title compound. The product was used without 
purification. 

1H NMR (CDCI3) 400MHz 8 8.09(d, 2H, J=8.20 Hz). 7.73(d. 2H. J=8.20 Hz). 5.09(s 2H) 
4.41 (q. 2H. J=7.1 2 Hz). 1 .40(t, 3H, J=7.12 Hz). ' 

35 Ethyl 4-(hydroxvmethvn-2-ph envM .3.thiaz 0 |e-5-carboxvlate 

The title compound was made using the same procedure as above. 

'H NMR (CDCy 400MHz 8 7.95(m. 2H), 7.48(m. 3H), 5.09(s, 2H). 4.40(q. 2H. J=7.12 Hz) 
1.41(t,3H. J=7.12Hz). 



40 



Ethyl 4.[(tet ra hydro.2H.pyran.2.vlox y )methvn.2.r4^ tr iflu 0 romethvl) ph 6 nYn.i^th ia ,», n ^ 
carboxylate — 
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To a 1-L round-bottom flask equipped with a magnetic stir-bar and a N 2 inlet was added Ethyl 
4-(hydroxymethyl)-2-[4-(tiifiuoro (42g, 0.127moles, 1eq) and 

dry CH 2 Cl2 (300ml) at room temperature. This was followed by the addition of 3,4-dihydro-2tf-pyran ■ 
(14ml, 0.152moles, 12eq) as a neat liquid and pyridinlum p-toluenesulfonate (6.4g, 25.4mmoIes, 
20moi%). The reaction mixture was stirred at room temperature overnight (10 hrs). The volatiles 
were then removed in vacuo and the residue was purified by flash silica gel chromatography (10% 
EtOAc/Hexanes to 30% EtOAc/Hexanes) to yield 34g (64%) of pure title compound. 

. 1 H NMR (CDCI 3 ) 400MHz 5 8.09(4, 2H, J=8.20 Hz), 7.69(d, 2H, J=8.20 Hz), 5.1 8(d, 1H, JD.30 
Hz), 4.99(d, 1H, J .30 Hz), 4.90(t, 1H, J=3.42 Hz), 4.36(q, 2H, J=7.12 Hz), 3.98(m, 1H), 3.56(m, 1H), 
1.69(m, 6H), 1.37(t, 3H, J=7.12 Hz), 

TLC(30% EtOAc/Hexanes)= 0.64 

Ethyl 2-phenyl-4-r(tetrahydro-2H-pyran-2-yloxy)methylM,3-thiazole-5-carboxylate 

1 H NMR (CDCI 3 ) 400MHz 5 7.97(m, 2H), 7.43(m, 3H), 5.17(d, 1H, J .13 Hz), 4.98(d, 1H, J 13 
Hz), 4.91(t, 1H, J=3.33 Hz), 4.35(q, 2H, J=7.12 Hz), 3.98(m, 1H), 3.54(m, 1H), 1.69(m, 6H), 1.36(t, 3H, 
J=7.12Hz). 

Ethyl 2-(4-fluorophenyl)-4-r(tetrahydro-2H-pyran»2-yloxy)methyl]-1,3-thiazole>5-carboxvlate 

1 H Nz 6 7.97(m, 2H), 7.1 1(m, 2H), 5.16(d, 1H, J .24 Hz), 4.97(d, 1H, J .24 Hz), 4.90(t, 1H, 
J=3.36 Hz), 4.34(q, 2H, J=7.13 Hz), 3.98(m, 1H), 3.55(rn, 1H), 1.86(m, 2H), 1.70(m, 2H), 1.55(m, 2H), 
1.36(t, 3H, J=7.13Hz), 

Suzuki Coupling 

Ethyl 444^trffluoromethyf)benzyl]-2-[4^trifluorom 

To a solution of ethyl 4-(bromomethyl>2-[4-(trifluoromethyi)phenyl]-1 ,3-thiazole-5-carboxylate 
(0.25g, 0.63 mmol) in 4 mJ of 2-methoxyethyl ether was added 

tetrakis(triphenylphosphine)palladium(0), (0.02g, 0.019 mmol) and then sodium carbonate (0.1 3g, 1.2 
mmol) in 0.5 ml water. After brief stirring, 4-(trifluoromethyl)phenyl boronic acid (0.1 3g, 0.7 mmol) in 1 
ml ethanol was added. After heating at 1 10°C for 15 hours, the reaction was complete by HPLC and 
was treated with water (5 ml) and extracted with tert-butyl methyl ether (2 x 30ml). The organic layers 
were dried with magnesium sulfate and immediately loaded onto silica to give a crude residue which 
was purified on a Biotage FlashElute with a 40M silica cartridge, eluting with 10% ethyl acetate in 
hexanes to yield ethyl 4-[4-(trifluoromethyl)benzyg-2-[4-(^ 
carboxylate as a white solid (0.09g, 35%). 

1 H NMR (CDCI 3 ): 6 8.18 (d, 2 H), 7.78 (d, 2 H), 7.58 (m, 4 H), 4.68 (s, 2 H), 4.40 (q, 2 H), 1.40 
(t,3H); MSm/z460(M+1). 

The following compounds were made using the the same palladium catalyzed coupling 
procedure using the appropriate boronic acid. 



Ethyl 4-[4-(trifluoromethoxy)benzyn-2-[4-(trmuoromethyl)phenyl1-1 T 3-thiazole-5-carboxylate 
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From ethyl ^(bromomethyl^-^-ttrifiuoromethyOphenyO-I.S-thiazole-S^arboxylate (0.25g, 
0.63 mmol), ethyl 4-I4-(trifluoromethoxy)ben2yO-2-[4-(trifluoromethyl)phenyO-1 ,3-thiazole-5- 
carboxylate (0.12g, 43%) was obtained as a light yellow solid. 

1 H NMR (CDCI S ): 6 8.1 8 (d. 2 H), 7.77 (d, 2 H), 7.46 (d, 2 H), 7.18 (d, 2 H), 4.60 (s, 2 H) 4 40 
(q. 2 H), 1 .40 (t, 3 H); MS m/z 476 (M+1 ). 

Ethyl 4-[ 4-methoxybenzyn-2-[4-(trlfluoromethyl)phenvn-1.3.thlazole.5-carboxvl a te 

From ethyl 4-(bromomethyl).2-[4-(trifluoromethyl)phenyl>1,3-thiazole-5-carboxylate (0 25g 
0.63 mmol), ethyl 4-[4-methoxyben2yO-2-t4-(trifluoromethyl)phenyO-1.34hiaEole-5^rboxylate (0.16g 
63%) was obtained as a yellow semi-solid. 

1 H NMR (CDCI 3 ): 6 8.18 (d, 2 H). 7.70 (d, 2 H), 7.40 (d, 2H), 6.80 (d, 2 H), 4.57 (s. 2 H), 4.40 
(q, 2 H), 3.80 (s, 3 H), 1 .40 (t, 3 H); MS mk ATI (M+1). 

Ethyl 4-f4-(methylsulf a nv0ben2vl1.2.r4-ftrlfluorom ethvnphenvn.1.3-thiazole.5. C arboxY l a te 
From ethyl 4-(bromomethyl)-2-t4-(Mfluorome^ (0 4g 

1.01 mmol), ethyl 4-[4-{memylsulfanyl)benzy^^^ 
(0.44g, 100%) was obtained as a light yellow solid. 

'H NMR (CDCI 3 ): 8 8.11 (d, 2 H). 7.71 (d. 2 H), 7.38 (d, 2 H), 721 (d, 2 H), 4.52 (s, 2 H) 4 36 
(q. 2 H), 2.49 (s, 3 H), 1 .40 (t, 3 H); MS mh 438 (M+1 ). 

Ethyl 4-r4-fert-b utylben 2 yn -2- r 4-(trifl U oromethvl)phen y n-1^-thi a 2 0 |e-5-c a rboxvi a te 

From ethyl ^(bromome^l^ftrifluoromethyOphenyO-I.S-thiazole-S-carfcoxylate (0 4g 
1.01 mmol), emyM-p-tert-butylberuyg-*^^ ' 
54%) was obtained as a white solid. ' 

1 H NMR (CDCy: 5 8.1 1 (d. 2 H), 7.73 (d, 2 H), 7.56 (d, 1 H), 7.49 (d. 1 H). 7.34 (m. 2 H) 4 58 
(s, 2 H). 4.40 (q. 2 H), 1 .40 (t 3 H), 1 27 (s. 9 H); MS m/z 448 (M+1 ). 

Ethyl 4-[3-thienyliTi ethyl1 .2- r 4- ( trifluo r0 meth V nDh e nyq.i,3.thi a2 ole.5.c a rt. 0 y Y l a t«> 

From ethyl 4-(bromomethyl)-2-f4-(trifluoromethyl)pheny0-1 ,3-thiazole-5-carboxylate (0 4g 
1.01 mmol). ethyl 4-[3-thienylmethyO-2-[4-(t^uoromethyl)phenyQ-1,3-thiazole-5K:arboxylate (0 4q 
100%) was obtained as a yellow solid. 

'H NMR (CDC.3): 5 8.12 (d. 2 H), 7.77 (d. 2 H), 7.40 (d. 1 H). 7.28 (d, 1 H), 7.20 (s, 1 H) 4 61 
(s. 2 H). 4.41 (q, 2 H). 1.40 (t, 3 H); MS /tvz 398 (M+1). 

Ethyl 4-[2.furylm e thvn-2.r44trifl Uf >rn m ethvnDh e n Yll .i a .thi a zole-5- e arbox V | a t 6 

« n < ^ (bromome ^y , > 2 -^ Wfl "^omethyl)phenyO-1.3-thia 2 ole-5K : arboxylate (0.4g 

1£ mmoI) e%.4^^ 

53%) was obtained as a white solid. 

MS /TV* 382 (M+1); HPLC RT 4.072 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). bmin 
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Ethyl 443-furylmethyn-2-r4-(ta^ 

From ethyl 4-(bromomethyl)-2-[4-(trffl^^ (0.49, 
1.01 mmol), ethyl 4-[3-furylmethyg-2-[4-(trifluoro^ (0.21 7g, 

56%) was obtained as a white solid. 

MS m/z3B2 (M+1); HPLC RT 4.091 (C1 8 4.2x1 00mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

Ethyl 4-r2-thienylmethyq-2-[4-(trffluorome^^ 

From ethyl 4^bromomethyl)-2-[4-(^ ( 04 g t 
1.01 mmol), ethyl 4-[2-thienyImethyQ-2-[4-(triflu^^^ (0.248g, 
62%) was obtained as a yellow solid. 

MS m/z 398 (M+1); HPLC RT4.224 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

Ethyl 44(4 -methyl-2-thienyl)methyn-244^trffl^ 

From ethyl 4-(bromomethyI)-2-[4-(trifluoromethyl)phenyO-1,3-thia2ole-5-rarboxylate (0.6g, 
1 .52 mmol), ethyl 4-[(4-methyl-2-thienyl)methyl]-2-[4-(trifIuoromethyl)phenyq-1 ,3-thiazoIe-5- 
carboxylate (0.5g, 81 %) was obtained as a yellow solid. 

MS nift 412 (M+1); HPLC RT 4.682 (C18 42x1 00mm, 0-100% ACN/H z O (0.1% TFA), 6min 
@ 2m!/min @254/220nm). 

Ethyl 4-r2,4K »fluorobenzyl1-2-r4-ftrifl^^ 

From ethyl 4-(bromomethyl>2-[4-(trifluoromethyl)phenyl]-1 f 3-thia2o!e-5-carboxylate (0.6g, 
1 .52 mmol), ethyl 4-[2,4-difluoroben2yl]-2-[4-(trifluoromethyl)phenyll-1 ,3-thiazole-5-carboxylate 
(0.222g, 35%) was obtained as a white solid. 

MS m/z 428 (M+1); HPLC RT4.618 (C1 8 4.2x1 00mm, 0-100% ACN/H 2 C> (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

4-[(Tetrahydro-2H-pyi^ 

To a stirred solution of lithium aluminum hydride (95%, 3.3g, 81.84mmoIes, 1eq) in dry ethyl 
ether (300ml) at 0 °C was added ethyl 4-[(tetrahydro-2H-pyran-2-yloxy)methyI]-2-[4- 
(trifluoromethyl)phenyO-1,3-thia2ole-S^rboxylate (34g, 81.84mmoles, 1eq) in dry ethyl ether (50m!) 
dropwise via an addition funnel maintaining the internal reaction temperature below 5 °C. This was 
stirred at 0°C for 1hr. At 0°C 3.5ml water was added dropwise very carefully and was then allowed to 
warm to room temperature. This was followed by the addition 3.5ml 5N NaOH and 10ml water. The 
mixture was stirred at room temperature for 2hrs. At this point a fine white precipitate formed. The 
reaction was filtered through Ceiite and the resulting aluminum salts were washed with 500ml EtOAc. 
The ether/EtOAc solution was concentrated in vacuo to 30.6g (100%) of titled alcohol. 

1 H NMR (CDCI 3 ) 400MHz 6 8.07(d, 2H, J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz), 4.93(m, 4H), 
4.78(t, 1H, J=3.32 Hz), 3.90(m, 1H), 3.61(m, 1H), 1.73(m, 6H), 

TLC(30% EtOAc/Hexanes)= 0.20 
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The following intermediates were reduced as above for 4-[(Tetrahydrc-2H-pyran-2- 
yloxy)metnyg-2-[4^Wfluorome^ 

„ Wetr a hydro.2H-pyran.2.y)oxy)methvn-2.r44trmu 0 r 0 n 1 ethvnDhen V n.1 r 3 .th. a ^ l . g . 
5 yl}methanol ■ 

'H NMR (CDCI,) 400MHz 8 B.07(d, 2H, J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz), 4.93(m 4H) 
4.78(t, 1H. J=3.32 Hz), 3.90(m, 1H), 3.61(m, 1 H), 1.73(m, 6H), ' 
TLC(30% EtOAc/Hexanes)= 0.20 

10 ( 2 H4-F| UO rophenyI)^r(tetrahvdro.2H.pvran.2.vl 0 ^m e th y l H,3.thia 2 o|.5-v» mft th a n., 

1.67(m. 6H) NMR (CDC,3)400MH2 5 7 - 89{m ' 2H) ' 7 -° 9 ^' ^ 5H), 3.84(m, 1H). 3.55( m , 1H). 



15 



{2^henyl-^f(tetrahvdro.2H- P vran-2.vloxv )methvn-1.3-thi a7 o|.5-v[}methano» 

1H NMR (CDCI3) 400MHz 8 7.96(m, 2H), 7.47(m, 3H), 4.92(m, 4H). 4.79(t. 1H, J=3.45 Hz)" 
3.91(m,1H).3.60(m.1H),1.73(m.6H). 

{?WtrifuloromethyI}phenv0^H2*he^^^ 

1 H (CDCy 300MHz 8 7.99(d, 2H, J=8.79 Hz), 7.67(d. 2H, J=8.79 Hz). 7.26(m, 5H) 4 78(s 
20 2H). 4.71(3. 2H). 3.84(t, 2H, J=6.94 Hz), 2.95(t, 2H, J=6.94 Hz). 2.63(s, 1H), 

[2^trffuloromethyl)phenylM^3. P henvl D r opy|).i. 3 .thi a z 0 |.5.y l]m,fh g ^i 

'H NMR (CDCI 3 ) 300MHz 8 8.02(d. 2H. J=8.79 Hz), 7.67(d. 2H. J=8.79 Hz). 7.23(m, 4H) 
4.76(s,2H),2.84(t,2H.7.28Hz).2.67(t,2H,7.28Hz).2.12(m,2H), 

[4-benzvl-2-f4-ftrIfm om niethvlTphenvn.1.3.thlazo|.5.vn mPth a nni 

2H), 4.1S(^ 300MHZ 6 8 01(d ' J=8 ' 79 7 ' 65(dl 2H J=8,79 ?J2S ^ 5H) ' 4 - 78(S ' 
TLC(20%EtOAc/Hexanes)Rr 0.18 
30 MS(ES*) M+H= 350 

[2K4Htrifl U orome th y i}phenvM.(2-phenvlethY l ).i,3-thia 2 o|.5.vnm e th a nn. 

1 H (CDCI 3 ) 300MHz 8 8.06(d. 2H, J=9.61 Hz), 7.70(d, 1H. J=9.48 Hz). 7.23(m 4H) 7 06fm 
2H),4.40(d.2H,J=5.63Hz) l 3.07(s.4H).1.08(s.1H). " ( ' 

TLC(20% EtOAc/Hexanes) Rp 0.1 8 
MS(ES + ) M+H= 364 



25 



35 



f4-[(Benzylox y )methyn-^f4^ r ifl l ioro m eth v l } ph a n r , V 1 ,3. tn , a20 ,.5. v n mBtha no l 
40 4H) , 4 .e" { ^ 
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TLC(20% EtOAc/Hexanes) Rr= 0.14 

I4-(4-Bromobenzy))-2^44trif)uoromethyl}phenyl)-1 > 3>thia2ol-5-yl]methanol 

1 H NMR (CDCI 3 ) 300MHz 8 7.99(d, 2H, J=8.10 Hz), 7.66(d, 2H, J=8.10 Hz), 7.40(d, 2H, 

J=8.38 Hz), 7,15(6, 2H, J=8.38 Hz), 4.81(s, 2H), 4.10(s, 2H), 
TLC(20% EtOAc/Hexanes) 0. 1 4 

{4-[4-(trifluoromethyl)benzyl]-2-[^^ 

From ethyl 4-[4-(trifluoromethyl)benzyI]-2-[4-(trlfluoromethy!)phenyl]-1 ,3-thiazole-5-carboxylate 
(0.096g t 0.21 mmol), {4-I4-(trifluoromethyl)be 
y!}methanol (0.09g, 1 00%) was obtained as a white solid. 

1 H NMR (CDCI 3 ): 5 8.16 (d, 2 H), 7.73 (d, 2 H), 7.59 (d, 2 H), 7.44 (d, 2 H), 4.90 (d, 2 H), 4.26 
(t,2H); MSm/z418(M+1). 

{4-[4-(trffluoromethoxy)benzy^2^4^trifluorom 

From ethyl 4-[4-(trifluoromethoxy)benzy0-2-^ 
carboxylate (0.1 23g 0.26 mmol), {444-(trifluoromethoxy)benzy^ ,3- 
thiazoI-5-yi}methanol (0.13g, 99%) was obtained as a white solid. 

1 H NMR (CDCI 3 ): 6 8.07 (d, 2 H), 7.71 (d, 2 H), 7.38 (d, 2 H), 7.18 (d, 2 H), 4.80 (d, 2 H), 4.20 
(s.2H); MSm/z434(M+1). 

{4>(4-methoxybenzyl)-2-r4"(trffluoromethyl)phenyr|-1 > 3-thiazol-5-yf}methanol 

From ethyl 4-[4nriethoxybenzy!]-2-[4-(tiiflu^^^ ( 
0.1 6g, 0.38 mmol), {4-{4-methoxybenzyl)-2-[4-(^ 
(0.06g, 40%) was obtained as a white solid. 

MS m/z380 (M+1); HPLC RT 3.552 (C1 8 4.2x1 00mm, 0-100% ACN/H 2 0 (0.1%TFA), 6min 
@ 2ml/min @254/220nm). 

{4-[4-(methylsulfanyl)benzy^244^trifl^ 

From ethyl 4-[4-(methylsulfanyl)benzyO-2-[4-{trif}uoromethyl)phenyI]-1 ,3-thiazole-5- 
carboxylate (0.44g, 1.0 mmol), {4-[4-(methyIsulfanyI)benzyl]-2-[4^ 
y!}methanol (0.3g, 76%) was obtained as a white solid. 

MS m/z396 (M+1); HPLC RT 3.699 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

{4-(4-fe/t-butylbenzyl)-2-[4^trifluoromethyl)phenyn-1 > 3-thiazol-5-yl}methanol 

From ethyl 4-[4^e/f-butyIbenzyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole-5-carboxylate 

(0.24g, 0.54 mmol), {4-(4-tert-butylbenzyl)-2^ 

(0.1 3g, 64%) was obtained as a white solid. 

MS m/z 406 (M+1); HPLC RT4.002 (C1 8 4.2x1 00mm, 0-100% ACN/H 2 0 (0.1%TFA), 6min 

@ 2ml/min @254/220nm). 
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14-{3-thienylmethvl)-2-r4-(tri fluoromethvl)DhenvlM.3.thla 2 ol.5.vl}methanol 

From ethyl 4-I3-thienylmethyO-244-(trifluoromethyl)phenyl]-1.3-thia2ole-5-carboxylate (0.44g, 
1.11 mmol), {4-(3-thienylmethyl>2-I4-(trifiuorome%l)pheny0-1>thia2ol-5.y0methanol (0.098g 25%) 
was obtained as a yellow solid. 

MS mk. 356 (M+1); HPLC RT 3.513 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). 

,{4-<2-furylmethvl).2-r4-/trifl uoromethvnphenyn-1.3.thla2ol.5-yl>methano» 

From ethyl ^p-furylmethylJ^drifluoromethyl^henylM ,3-thiazole-5-carboxylate ( 0.204g 
0.53 mmol). {4-(2-furylmethyl)-2-f4-(trifluoromethyl)phenyl]-1,3-thia2ol-5-yl}methanol (0.162g, 89%) ' 
was obtained as a white solid. 

MS mk. 340 (M+1); HPLC RT 3.382 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). 

{4-(3-furvlmethyl)-2-r4-(trifl UO romethvnDhenvn.1.3-thia2ol.5-yl}niethanol 

From ethyl 4-I3-furylmethyQ-2-[4-(t^ (0 217g 

0.57 mmol), {4-(3-furylmethy^2-[4-(trifluoromethyl)phenyO-1.3-thia Z ol-5-yl}methanol (0.180g. 88%) 
was obtained as a white solid. 

MS mh. 340 (M+1 ); HPLC RT 3.385 (C18 4.2x100mm, 0-100% ACN/H,0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). 

{4-(2.thlenvlmethvl).2-r44tri fluoromethvnphenvn-1.3-thla2ol-5-vl)methanol 

From ethyl 4-[2-mienytmethyQ-2-[4-(trifluorom^ ( 

0.248g, 0.62 mmol), {4-(2-thienylmethyl)-2-t4-(trlfluoromethyl)phenyl]-1.3-thiazol-5-yl}methanol 
(0.186g, 87%) was obtained as a yellow solid. 

MS mk 356 (M+1); HPLC RT 3.528 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). 

{4-[(4-Methyl|.2-thienyl)methyn-2-r4-(trifl UO ro m e thyl)phenvn-1.3-thia 2 o|.5-vl>meth a n 
From ethyl 4-((4-methyl-2-thienyl)methyq-2-(4-(trifluoromethyl)phenyl]-1 .3-thiazole-5- 

carboxylate (0.5g. 1.22 mmol). {4-[(4-methyl-2-thienyl)methy0-2-[4-(trifluoromethyl)phenyl]-1.3-thiazol- 

5-yl)methanol (0.084g, 19%) was obtained as a yellow solid. 

MS m/z 370 (M+1); HPLC RT 3.913 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA) 6min 

@ 2ml/min @254/220nm). 

{4-(2,4.dffluorobenzvl)-2-f4-(trifluoromethy>) P henvn-1.3.thia2o|.5-yt)methanol 

From ethyl 4-(2,4-difluoroben2y0-2-[4-(trifluoromethy0phenyl]-1 ,3-thiazole-5-carboxylate 
(0.46g, 1.08 mmol), {4-(2.4-difluorobenzyl)-2-(4-(trifluoromethyl)phenyl]-1,3-thia2ol-5-yl}methanol 
(0.222g, 54%) was obtained as a white solid. 

MS m/z 386 (M+1); HPLC RT 3.900 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA) Smin 
@ 2ml/min @254/220nm). * 
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5^hloromethYlM-f(tetra^^ 
thiazole 

To a 500-ml round-bottom flask equipped with a magnetic stir-bar, an addition funnel and a N 2 
inlet was added 4-[(T etahydro-2H-pyran-2-^ 
5 yljmethanol (15g, 40.17mmoles, 1eq) and dry CHfi^ (150ml, 0.27M). Methanesuifonyl chloride 
(373ml, 48.20mmo!es, 1.2eq) was added neat all at once followed by the dropwise addition of 
triethylamine (8.44ml, 60.26mmoles, 1 .5eq) over 1 0 minutes. This solution was stirred at room 
temperature for 1 hr. The reaction was transferred to a separatory funnel and washed with water and 
brine. After the phases were separated the CH 2 CI 2 fraction was dried over Na^C^ and the solvent 
1 0 was removed in vacuo. This yielded 1 5.74g (1 00%) of a brown oil. The crude product was used as is 
and required no purification. 

1 H NMR (CDCI 3 ) 300MHz 6 8.08(d, 2H, J=8.20 Hz), 7.73(d, 2H, J=8.20 Hz), 5.00(m, 3H), 
4.80(m, 2H), 3.97(m, 1 H), 3.64(m, 1 H), 1 ,77(m, 6H), 
TLC(25% EtOAc/Hexanes) R, = 0.64 

15 

The following intermediates were also prepared using the above mesylation/chloride 
displacement procedure: 

5^hloromethvl)-244 -fluorophen^ 

1 H NMR (CDCl 3 ) 400MHz 5 7.90(m, 2H), 7.1 1(m, 2H), 4.94(8. 2H), 4.91 (d, 1H, JD.45 Hz), 
4.76(t, 1H, J=3.39 Hz), 4.72(d, 1H, J .45 Hz), 3.92(m, 1H), 3.58(m, 1H), 1.69(m, 6H) t 

r5-(Chloromethvl)-2- phenyl-1 ,3-thlazol-4-yHmethyl tetrahydro-2H-pyran~2-vl ether 

1 H NMR (CDCI 3 ) 300MHz 6 7.95(m, 2H), 7.47(m, 3H), 4.98(m, 3H), 4.80(m, 2H), 3.98(m, 1H), 
3.63(m, 1H), i.73(m,6H), 

TLC(25% EtOAc/Hexanes) R, = 0.57 

5-(Chloromethyl)-2-( 4-{trifluorom 

1 H NMR (CDCy 300MHz 8 8.06(d, 2H, J=8.23 Hz), 7.71 (d, 2H, J=8.23 Hz), 7.58(d, 2H, 
J=8.23 Hz), 7.41 (m, 5H), 4.84(s, 2H), 4.26(s, 2H), 
TLC(20% EtOAc/Hexanes) Rp 0.66 

44(Benzyloxy)meth vl]-5^chloromethyl)-2^^^ 

1 H NMR (CDCl 3 ) 300MHz 6 8.03(d, 2H, J=8.79 Hz), 7.69(d, 2H, J=8.79 Hz), 7.37(m, 5H), 
4.90(s, 2H), 4.77(s, 2H), 4.66(s, 2H) 

4-BenzyN5-(chloromet hyl)-2-(4-(trifiuoromethv[)Dhenyl)-1 > 3-thiazole 

1 H (CDCl 3 ) 300MHz 5 8.02(d, 2H, J=8.79 Hz), 7.67(d, 2H, J=8.79 Hz), 7.26(m, 5H), 4 77(s 
2H),4.21(s,2H), 

TLC(20% EtOAc/Hexanes) Rr 0.66 
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5^Chloromethvn.2-(4-{tri fluoromethvl>Dhenyl)^-r2-phenylethvl>.1.3.thla2 0 | e 

'H (CDCy 300MHz 8 8.05(d, 2H, J=8.79 Hz), 7.70(d, 2H, J=8.79 Hz). 722(m, 5H) 4 46(s 
2H), 3.09(s, 4H), ' 
TLC(20% EtOAc/Hexanes) R,= 0.67 

5 ^Chloromethyl).2-(4^trifluoromethvl)phe n vl)-».rf2-phenYlethoxv)methvn.1 r 3.th] a7 ni c 

1 H NMR (CDCI 3 ) 300MHz 6 8.01(d, 2H, J=8.79 Hz), 7.68(d. 2H, J=8.79 Hz), 7.26(m 5H) 
4.76(s, 2H), 4.74(s, 2H), 3.78(t, 2H, J=6.94 Hz), 2.94(t, 2H, J=6.94 Hz), 
TLC(20% EtOAc/Hexanes) R,= 0.56 

5-(Chloromethvn.2-/4-ltri fluoromethvnphenvl)-4-f3-Dhenylpropvl).1.3-thiazote 

TLC(20% EtOAc/Hexanes) R<= 0.63 

4-(4-Bromobenzvn.5-fchl 0 r omethvn-2-f4^trifluoromethvl>phenvl).1.3-thiazol e 

'H NMR (CDCI 3 ) 300MHz 8 8.00(d. 2H. J=8.10 Hz), 7.67(d, 2H. J=8.10 Hz), 7 42(d 2H 
J=8.38 Hz), 7.18(d, 2H, J=8.38 Hz), 4.77(s. 2H), 4.14(s. 2H). 
TLC(20% EtOAc/Hexanes) R,= 0.66 

, 4H[1,1^BI P hen y il^-ylmethvl)-5^chloromethvl ).2^trffluorom ethvl> P henvn-1.3.thi a rni«. 

1 H NMR (CDCI 3 ) 300MHz 8 8.07{d, 2H, J=8.23 Hz), 7.72(d, 2H. J=8.23 Hz), 7 57(m 4H) 
7.39(m. 5H), 4.85(s. 2H), 4.28(s, 2H), ' 
TLC(20% EtOAc/Hexanes) Rp= 0.69 

SfohloromethylH^trffluoromethy^ 

Fr°nrK4-[4-(trifluoromethyl)ben^ 
(0.09g, 0.216 mmol), 5-(chloromethylH-[4^trifluoromethyl)berizyO-2^trifluoromethyl)phenyn-i 3- 
th.azole (0.087g. 93%) was obtained as a yellow oil and immediately taken on without purification'. 

5.(chlor 0 m e thyl).4.r4.(triflu 0 romethoxv^benzv l ].2-r4-/trifl U oromethvl)phenvn-1.3-thi aZ ol c 

From{4-[4-(trffluoromethoxy)benzyQ^ 
(0.13g, 0.3 mmol), 5-(chlororra5thyl)^[4-(trffluD g_ 
thiazole (0.135g, 100%) was obtained as a yellow oil and immediately taken on without purification. 

5-(chloromethyl )^^4 .methoxybenzvl).2-[4^trifluoromethvnphenvn-1,3-thia Z ole 

From {4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)pheny0-1 ,3-thiazol-5-yl}methanol (0.06g 
0.158 mmol), 5-(chloromethylH-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole (0.08g 
100%) was obtained as a yellow oil and immediately taken on without purification. 



5-(chloromethyl).4.f4.(methylsulf any l ) b e nzvn-2.r4-(trifluor 0 methyl)phenyn.1,3-thiazolA 
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From {4-[4-(methyIsulfanyl)be^ 
(0.3g, 0.76 mmol), 5-(chloromethyl)^[4-(methylsu!fanyl)be^ 

thiazole (0.33g, 100%) was obtained as a yellow oil and immediately taken on without purification. 
MS m/z 414 (M+1). 

5 

4^4-fert-butylbenzyl)-5^chloro^ 

From {4-(4-ferf-butylben2yl)-2-[4-(trifluoromethyl)phenyl]-l ,3-thiazol-5-yI}methanoi (0.13g, 
0.32 mmol), 4-(4-ferf-butylbenzyl)-5-(chlorome^ (0.1 51 g, 

100%) was obtained as a yellow oil and immediately taken on without purification. 
10 MS m/z 424 (M+1). 

5^chloromethyl)^^3-thlenylmethyl)-244-(trlfluoromethy»)phenyn>1 t 3-thiazole 

From {4-(3-thienylmethyI)-2-[4-(^ (0.098g, 0.28 

mmol), 5-(chloromethylH-(3-thienylmethy^ (0.1 05g, 100%) 

1 5 was obtained as a yellow oil and immediately taken on without purification. 
MSm/fc374(M+1). 

5Kchloromethyl)-4-(2-furylmethyl)>2-f4-(trffluoromethyl)phenyn>1 > 3-thiazole 

From {4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 , 3-thiazol-5-yl}methanol (0.1 62g, 0.48 
20 mmol), 5-(chloromethyI)-4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyQ-1 ,3-thiazole (0.097g, 57%) was 

obtained as a yellow oil and immediately taken on without purification. 
MS m/z 358 (M+1). 

5-(chloromethyl)-4-(3-furylmethyl)>2-[4-(trifluoromethyI)phenyl]-1,3>thiazole 
25 From {4.(3-furylmethyI)-2-[4-(trifiuoromethyl)phenyl].1 ,3-thiazol-5-yl}methanol (0.1 8g, 0.53 

mmol), 5-(ch)oromethylH-(3-furylmethy!)-2-[4-(trifiuoromethyl)phenyO-1,3-thiazole (0.1 72g, 91%) was 
obtained as a yellow oil and immediately taken on without purification. 
MS ni/z 358 (M+1 ). 

30 5^chloromethylM-(2-thienylme^ 

From {4K2-thienylmethyl)-2<4.(trifluoromethyl)phenyl]-1,3-thiazol-5-yI}methanol (0.1 86g, 0.52 
mmol), 5-(ch]oromethyl)^(2-thienylmethy^ (0.1 85g, 95%) 

was obtained as a yellow oil and immediately taken on without purification. 

MS m/z 37 A (M+1). 
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5-(chloromethylM-r(4-met hy^ 

From{44(4-methyl^24hienyi)methyO-2-[4-(trifIuoromethyi)phenyO-1,3-thiazol-5.yl}methanol 
(0.0B4g, 0.23 mmol), 5-(chloromethylH-[(4-methyl-2>thienyl)methyl]-2-[4-(trifluoromethyl)phenyO-1,3. 
thiazole (0.123g, 1 00%) was obtained as a yellow oil and immediately taken on without purification. 

S-fchloromethyQ^^KiifluorobenzvO^Wtrifluoromethvnphenyn-l^-thiazole 
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From {4-(2 t 4^Hluoroben2yl)-2-[4.(trifluoromethyl)pheny^ (0.222g, 
0.58 mmol), 5-(chloromethylH^2,4<lifluoroben^^ (0.279g, 
100%) was obtained as a yellow oil and immediately taken on without purification. 

Ethyl 2-methyl-2-phenoxypropanoate 

To a solution of potassium /-butoxide (1M in THF, 531ml, 0.531 moles, 1eq) precooled to 0°C 
(ice bath) was added phenol (50g, 0.531 moles, 1eq) in dry THF (50ml) dropwise via an addition funnel 
over 20 minutes maintaining the internal temperature of the reaction below 5 degrees centigrade. 
Ethyl-2-bromoisobutyrate (70.14ml, 0.9eq, 0.478moles) in dry THF (20ml) was added dropwise over 
10 minutes maintaining the internal reaction temperature below 5 °C. After the addition was complete, 
the ice bath was removed and the reaction was allowed to warm to room temperature. The reaction 
was brought to reflux and maintained at this reflux temperature for 8 hours. Following the cooling of 
the reaction to 0°C the volatiles were removed in vacuo. The residue was then partitioned between 
EtOAc and 1N NaOH. The phases were separated and the organic phase was washed with 1N 
NaOH, H 2 0, brine and dried over Na 2 S0 4 . After filtration the solution was concentrated under reduced 
pressure to yield 83g (75%) of clean title compound. 

1 H NMR (CDC! 3 ) 400MHz 6 7.21 (m, 2H), 6.95(t, 1H, J=7.41 Hz), 6.82(m, 2H), 4.21 (q, 2H, 
J=7.13 Hz), 1.57(s, 6H), 1.22(t, 3H, J=7.13 Hz), 

Ethyl (2-ethylphenoxy)acetate 

To a stirred solution of 2-ethylphenol (5ml, 42.4mmoles, 1eq) in dry DMF (120ml, 0.35M) was 
added potassium carbonate (6.45g, 46.6mmoles, 1.1 eq) and ethylbromoacetate (4.7ml, 42.2mmoles, 
1eq) and heated to 60 °C overnight. After cooling to room temperature the reaction mixture was 
partitioned between ethyl ether and 1N NaOH. The phases were separated and the organic portion 
was washed twice with 1N NaOH, twice with H 2 0, brine, dried over Na^O,, filtered and concentrated 
in vacuo to yield 7.2g (82%) of product. 

1 H NMR (CDCy 400MHz 5 7.14(m, 2H), 6.92(t, 1H, J=8.24 Hz), 6.70(d, 1H, J=8.24 Hz), 
4.62(s, 2H), 4.24(q, 2H, J=7.14 Hz), 2.70(q, 2H, J=7.51 Hz), 1.27ft 3H, J=7.14 Hz), 121ft 3H, J=7.51 
Hz), 

The following were compounds were made using the same aikylation procedure: 

Ethyl (2-isopropylphenoxy)acetate 

1 H NMR (CDCy 400MHz 5 7.23(d, 1H, J=7.69 Hz), 7.11ft 1H, J=7.59 Hz), 6.96ft 1H, J=7.69 
Hz), 6.70(d, 1H, J=7.69 Hz), 4.62(s, 2H), 4.25(q, 2H, J=7.14 Hz), 3.41 (m. 1H), 1.26(m, 9H), 

Ethyl (2-propylphenoxy)acetate 

1 H NMR (CDCI3) 400MHz 5 7.12(m, 2H), 6.90ft 1 H, J=8.24 Hz), 6.69(d, 1H, J=8.24 Hz), 
4.61 (s, 2H), 4.24(q, 2H, J=7.14 Hz), 2.64ft 2H, J=7.33 Hz), 1.64(m, 2H), 1.27ft 3H, J=7.14 Hz) ' 
0.94(t, 3H, J=7.33 Hz), 
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Ethyl f4-(chlorosuIfonyl)-2-ethylphenoxy]acetate 

To a 250ml round-bottom flask containing chlorosulfonic acid (30ml) cooled to 0°C was added 
ethyl (2-ethylphenoxy)acetate (7.2g, 34.6mmoies) dropwise. Once the addition was complete the ice- 
bath was removed and the reaction was allowed to warm to room temperature at which the reaction 
5 was stirred for 3 hours. The reaction was then slowly added to ice and, once the excess 

chlorosulfonic acid was quenched, the mixture was diluted with CH 2 CI 2 (200ml). The phases were 
separated and the aqueous fraction was washed with CH 2 Cl2 twice. The combined organic fractions 
were dried over Na 2 S0 4 and filtered and concentrated in vacuo to yield 7.2g (70%) of crude product. 
The crude product was used with no purification. 

10 1 H NMR (CDCI 3 ) 400MHz 6 7.84(m, 2H), 6.79(d, 1 H, J=8^4 Hz), 4.75(s, 2H), 4.26(q, 2H, 

J=7.14 Hz), 2.77(q, 2H, J=7.51 Hz), 1.26(m, 6H), 

The following were compounds were made using the same chlorosulfonation procedure: 

15 Ethyl f4-(chiorosu)fonyl)-2-methylphenoxy1acetate 

1 H NMR (d6-DMSO) 300MHz 8 7.41(m, 2H), 6.79(d, 1H, J=8.23 Hz), 4.82(s, 2H), 4.1 6(q, 2H, 
J=7.17 Hz), 2.21(s, 3H), 1.21(t, 3H, J=7.17 Hz), 

Ethyl 2-[4-(chIorosulfonyI)-2-methylphenoxy]propanoate 
20 1 H NMR (d6-DMSO) 300MHz 8 7.44(m, 1 H), 7.39(dd, 1 H, J=8.23, 2.39 Hz), 6.74(d, 1 H, 

J=8.23 Hz), 4.96(q, 1H, J=6.81 Hz), 4.1 3(q, 2H, J=7.08 Hz), 2.20(s, 3H), 1.54(d, 3H, J=6.81 Hz), 
1.18(t,3H, J=7.08 Hz), 

Ethyl 2-[4^chlorosulfonyf)-2-isopropy]phenoxylpropanoate 

25 1 H NMR (CDCI 3 ) 400MHz 8 7.81 (m, 2H), 6.76(d, 1 H, J=8.42 Hz), 4.87(q, 1 H, J=6.78 Hz), 

4.21(q, 2H, J=7.14 Hz), 3.40(m, 1H), 1.65(d, 3H, J=6.78 Hz), 1.24(m, 9H), 

Ethyl [4-(chlorosulfonyJ)-2-isopropylphenoxy]acetate 

1 1 H NMR (CDCI 3 ) 400MHz 8 7.84(m, 2H), 6.80(d, 1H, J=8.42 Hz), 4.75(s, 2H), 4.26(q, 2H, 
30 J=7.14 Hz), 3.42(m, 1H), 1.27(m, 9H), 

Ethyl 2-[4-(chlorosulfonyl)-2-propy)phenoxylpropanoate 

1 H NMR (CDCI 3 ) 400MHz 8 7.80(m, 2H), 6.75(d, 1 H, J=8.42 Hz), 4.85(q, 1 H, J=6.78 Hz), 
4.21(q, 2H, J=7.14 Hz), 2.69(t, 2H, J=7.51 Hz), 1.66(m, 5H), 1.23(t, 3H, J=7.14 Hz), 0.95(t, 3H, J=7.51 
35 Hz), 

Ethyl [4-(chlorosulfonyl)-2-propylphenoxy]acetate 

1 H NMR (CDCI S ) 400MHz 8 7.83(m, 2H), 6.79(d, 1H, J=8.42 Hz), 4.73(s, 2H), 4^6(q t 2H, 
J=7.14 Hz), 2.70(t, 2H, J=7.51 Hz), 1.67(m, 2H), 1.29(t, 3H, J=7.14 Hz), 0.95(t, 3H, J=7.51 Hz), 

40 

Ethyl 2-[4-(chlorosuifonyl)»2-ethylphenoxy]propanoate 



WO 02/059098 



PCT/US01/51056 



27 



10 



15 



1 H NMR (CDCI 3 ) 400MHz 8 7.81(m, 2H). 6.75(d, 1H, J=8.42 Hz), 4.86(q, 1H, J=6.78 Hz), 
4.21 (q, 2H, J=7.08 Hz), 2.75(m, 2H), 1 .68(d, 3H, J=6.78 Hz), 1 .23(m. 6H), 

Ethyl 2-r4-(chloro sulfonvHphenoxv1-2-methvlpropanoate 

To a 3-L three-neck round-bottom flask equipped with a magnetic stir-bar, low temperature 
thermometer with thermometer adapter, addition funnel and a N 2 inlet was added ethyl 2-methyl-2- 
Phenoxypropanoate (83g, 0.399moles, 1eq) and dry CH 2 CL_ (1L, 0.4M). After cooling the reaction to 0 
°C (,ce bath) chlorosulfonic acid (26.5ml, 0.399moles, 1eq) in dry CH^I, (50ml) was added dropwise 
over 30 minutes via addition funnel maintaining the internal temperature below^C. Following this 
dropwise addition the reaction was allowed to stir at 0 »C for 3 hours. The reaction was monitored by 
HPLC and after 3 hours complete conversion was observed [(C-18, 3nm) 0%-95% Acetonitrile/Water 
over 8 minutes R,= 2.96minutesJ. At this point dry DMF (124ml, 4eq) was added slowly maintaining 
the internal temperature below 5'C. This was followed by the dropwise addition of thionyl chloride 
(43.77ml. 0.599moles, 1.5eq) in dry CH^I, (50ml) over 25minutes maintaining the internal 
temperature below 5°C. After stirring at 0 °C for 1 .5 hours and monitoring by HPLC [(C-18, 3,1m) 0%- 
95% Acetonitrile/Water over 8 minutes R,= 5.97minutes] the reaction was allowed to warm' to room 
temperature. The reaction mixture was then washed with 0.1N HCI and the phases were separated 
with discarding the aqueous fraction. The organic fraction was washed with 0.1 N HCI, H 2 0, brine and 
dried over Na 2 S0 4 . The solution was filtered and concentrated in vacuo to yield 1 1 9.95g (98%) of 
20 pure sulfonyl chloride. 

'H NMR (CDCI 3 ) 400MHz 5 7.89(d, 2H. J=9.31 Hz). 6.89(d. 2H, J=9.31 Hz). 4 21(q 2H 
J=7.16 Hz). 1 66(s. 6H). 1 .20(1 3H, J=7.16 Hz). 

HPLC (C-18, 3pm) 0%-95% AcetonitriieAVater over 8 minutes R,= 5.97minutes 

25 Ethyl 2-methyl-2-(4-sulfanylphenoxv)propanoate 

To a 3-L three-neck round-bottom flask equipped with an overhead mechanical stirrer 
addition funnel and a N 2 inlet was added ethyl 2-[4-(chlorosulfonyl)phenoxy>2-methylpropanoate (53g 
0.173moles, 1eq) and absolute EtOH (500ml). Tin powder (325mesh. 123.06g, 1.04moles, 6 eq) was' 
added as a solid. The overhead stirrer was adjusted so that the rotor is as close as possible to the 
bottom of the round-bottom flask and stirring speed was accelerated to a very high setting before 
adding the HCI to prevent the clumping of the tin metal. Hydrogen chloride (4N in dioxane, 300ml) 
was added dropwise over the course of 1 hour. The reaction mixture was refluxed for 4 hours at 
which point the hot ethanolic solution was poured into a 2-L Erlenmeyer flask containing CH 2 CI 2 (1L) 
and ice. After stirring for 10 minutes the biphasic mixture was filtered through Celite. After 
transferring to a separatory funnel the phases were separated and the aqueous fraction was washed 
with CHjCI, (2x 100ml). The combined organic fractions were dried over Na^O,, filtered and 
concentrated n vacuo. A bright yellow oil with a white precipitate suspended re: ulted. This yellow 
mixture was dissolved in a minimum amount of CH 2 CI 2 and filtered once again through Celite to vield 
30g (75%) of a bright yellow oil. y 

1 H NMR (CD 3 OD) 300MHz 8 7.18(m, 2H), 6.73(d. 2H, J=8.00 Hz), 4.23(q. 2H. J=7.17 Hz) 
3.69(s. 1H), 1.59(s. 6H). 1.26(t. 3H. J=7.17 Hz). 
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The following were compounds were made using the same reduction procedure: 

Ethyl (2-methvl-4-sulfanylphenoxv)acetate 

1 H NMR (CDCW 400MHz 6 7.15(m, 2H). 6.63(d, 1H, J=8.23 Hz), 4.64(s, 2H), 4.29(q 2H 
J=7.17 Hz), 3.36(s, 1H), 2.29(s, 3H), 1.33(t, 3H, J=7.17 Hz), 

Ethyl 2-(2-methvU-sulfany!phenoxy)propanoate 

1 H NMR (CDCU 400MHz 5 7.12(d, 1H, J=2.39 Hz), 7.04(dd, 1H, J=8.37, 2.39 Hz), 6 56(d 
1H, J=8.37 Hz), 4.67(q, 1H, J=6.72 Hz). 4.19(q, 2H, J=7.12 Hz), 3.31(s. 1H), 222(9, 3H), 1.61(d. 3H 
J=6.72Hz).1.23(t,3H,J=7.12Hz). 

TLC(20% EtOAc/Hexanes) R, = 0.60 

Ethyl (2-ethyl-4-sulfanylphenoxy)acetate 

1 H NMR (CDCIJ 400MHz 5 7.1 3(d. 1H. J=2.20 Hz), 7.08{dd, 1H, J=8.42, 2.38 Hz) 6 58(d 
1H, J=8.42 Hz), 4.59(s, 2H), 4.24(q. 2H, J=7.14 Hz), 3:33(s, 1H), 2.64(q, 2H, J=7.51 Hz). 1 W 3H 
J=7.14Hz). 1.18(t,3H.J=7.51 Hz). . 

Ethyl 2-(2-ethyl-4-sulfanylphenoxy)propanoate 

1 H NMR (CDCW 400MHz 5 7.15(d. 1H. J=2.20 Hz). 7.07(dd, 1H. J=8.42. 2.20 Hz), 6.55(d 
1H, J=8.42 Hz), 4.74(q. 1H. J=6.78 Hz). 4.17(m, 2H). 3.32(s, 1H). 2.61(q, 2H. J=7.51 Hz), 1.61(d 3H 
J=6.59Hz), 1.19(m,6H), 

The following four compounds were made in the same way and used without further 
purification. 

Ethyl (2-propy)-4-sulfanylphenoxy)acetate 
Ethyl 2-(2-propyl-4-surfanylphenoxy)propanoate 
Ethyl (2-isopropyl-4-sulfanylphenoxy)acetate 
Ethyl 2-(2-is opropy|.4-sulfanylphenoxy)propanoate 

Ethyl2.methy|.2-(4.[({4.[(tetr a hvdro.2H. P vran.2. Y lox y )methyn.2.f4.ftrifl U oromethvn D h e nv n.i 3 . 
thiazol-5-yDmethyl)sulfanyl]phenoxv)propanoate ' 

To a 250ml round-bottom flask equipped with a magnetic stir-bar and N 2 inlet was added 5- 
(chloromethyl)-4-[(tetrahydrc>-2H-p^ 

(7.87g. 20.09mmoles, 1eq) and dry CH,CN (100ml, 0.27M). Solid cesium carbonate (16.4g, 
50.22mmoles, 2.5eq) was added all at once followed by the quick addition of ethyl 2-methyl-2-{4- 
sulfanylphenoxy)propanoate (5.79g. 24.1 1 mmoles, 1 .2eq) in dry CH 3 CN (1 0ml). The reaction was 
allowed to stir at room temperature for 2 hours at which point the solvent was removed under reduced 
pressure. The resulting residue was partitioned between EtOAc and 1N NaOH. After the phases 
were separated the organic fraction was washed with HjO, brine and dried over Na 2 S0 4 . After 
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filtration the volatiles were removed in vacuo to yield the titled compound in >100% yield. Sometimes 
because of the difficult separation between the thiophenol and the product, the crude product was 
earned forward without purification. 

The following compounds were made using the same alkylation procedure. Where selectivity 
was an issue the allegations were carried out below room temperature.: 

Ethyl 2-{2-methyl-4.f({2-phenyl-4-r(tetrahvd ro.2H-pvran-2-Yloxv>methvlM.3-tht a 2 0 |.S. 
yl)methvl)sulfanynphenoxy)propanoate 

1 H NMR (CDCU 300MHz 6 7.93(m. 2H), 7.44(m, 3H), 7.28(d. 1H, J=2.;^ Hz), 7.15(dd 1H 
J=8.23, 2.39 Hz), 6.61(d. 1H. J=8.23 Hz), 4.72(m. 3H), 4.50(d, 1H. J .21 Hz). 4.32(s. 2H), 4 23(q 2H 
J=7.08 Hz), 3.93(m. 1 H), 3.59(m, 1 H). 2.26(s, 3H), 1.71 fa. 9H), 1.28(t, 3H, J=7.08 Hz). 

Ethyl 2H2-methyM.f({4.f(tetrahydro-2H-pv ra n-2-vloxv)methyn-2-r4^trifluoromethy|)phen 
thiazoN5-yl}methyl)sulfanyl]phenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 5 8.04(d. 2H. J=823 Hz). 7.70(d. 2H, J=8.23 Hz). 7.27(d. 1H. 
J=2.39 Hz). 7.15(dd, 1H, J=8.49, 2.39 Hz). 6.60(d. 1H, J=8.49 Hz). 4.73(m. 3H). 4.51(d, 1H. JD.21 
Hz). 4.32(s, 2H), 4.20(q. 2H. J=7.17 Hz). 3.93(m, 1H). 3.60(m. 1H). 2.27(m. 3H). 1.71(m. 9H). 1.27ft 
3H. J=7.17 Hz), 

TLC(30% EtOAc/Hexanes)= 0.73 

Ethyl 2-f4-K{2-f4-fluorophen y0-4.»tetrahvdro.2H-pyran-2-vloxy)methvl1.1.3-thiazol.5. 
yl}methyl)sulfanyn-2-methylphenoxy}propanoate ~ 

1 H NMR (CDCI3) 400MHz 8 7.88(m, 2H). 7.19(d, 1H. J=2.24 Hz), 7.08(m, 3H). 6.54(d. 1 H. 
J=8.45 Hz), 4.65(m. 3H). 4.44(m. 1H). 4.24(s. 2H). 4.16(q. 2H. J=7.13 Hz), 3.86(m, 1H), 3.53(m 1H) 
2.21(s,3H),1.66(m,9H),1.20(t,3H,J=7.13Hz), 

Ethyl {2^thyl-4-f({4-f(tetrahvdro.2H. P vran-2- y l oxy)inethvn-2-f4-(trifluoromethvnph e nvll-1.3- 
thlazol-5-yl)methyl)sulfanyl]phenoxy}acetate 

1 H NMR (CDCI S ) 400MHz 5 7.98(d. 2H, J=8.24 Hz), 7.64(d, 2H, J=8.24 Hz), 7.20(d, 1H. 
J=2.20 Hz), 7.15(dd, 1H. J=8.42, 2.20 Hz), 6.60(d. 1H, J=8.42 Hz), 4.63(m, 4H), 4.42(d, 1H. J .27 Hz) 
4.24(m. 4H). 3.87(m. 1 H). 3.54(m, 1 H), 2.64(q. 2H, J=7.51 Hz), 1 .66(m. 6H). 1 .26(1, 3H, J=7.14 Hz) 
1.15(1, 3H.J=7.51 HZ), 

Ethyl 2^2-ethyl-4.f({4-[(tetrahvdro.2H-pvran.2.v | OX y)methvl1.2.r4-(trif)uoromethvl)phenvll.l.3. 
thiazol-5-yl}methyl)sulfanyl]phenoxy)propanoate 

1 H NMR (CDCI 3 ) 400MHz 8 7.98(d, 2H, J=8.24 Hz), 7.64(d, 2H, J=824 Hz), 7.17(d, 1H 
J=2.38 Hz), 7.11(dd, 1H. J=8.42, 2.38 Hz), 6.56(d, 1H, J=8.42 Hz). 4.71 (q. 1H. J=6.78 Hz), 4.66(t 1H 
J=3.39 Hz). ^.60(d. 1H. J .27 Hz), 4.41(d, 1H, J .27 Hz), 4.26(s, 2H), 4.16(q, 2H, J=7.14 Hz). 3 87(m ' 
1H). 3.54(m, 1H). 2.62(q, 2H, J=7.51 Hz), 1.60(m, 9H), 1.20(1, 3H, J=7.14 Hz), 1.15(1, 3H, J=7 51 Hz) 
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Ethyl {2-propvM.r(f4 -[(tetrahydro-2H-pyran-2-vloxy)methvn-2-r4-(trifluoroniethvl)phenvn-1.3- 
thiazol-5-yl}methyl)sulfanyl1phenoxy}acetate 

1 H NMR (CDCy 400MHz 8 7.97(d, 2H, J=8.20 Hz), 7.64(d. 2H, J=8.20 Hz), 7.16(m, 2H), 
6.69(d. 1H, J=-8.24Hz), 4.66(m, 1H),4.61(m, 3H),4.43(d, 1H, J .27 Hz). 4.23(m, 4H), 3.88(m, 1H), 
5 3.54(m, 1 H), 2.57(t, 2H, J=7.33 Hz), 1.68(m, 8H), 1 .26(t, 3H, J=7.14 Hz), 0.88(t, 3H. J=7.33 Hz). 

Ethyl 2^2-propvl^- [({4~r(tetrahvdro-2H-pvran-2-yloxv)methvl1-2-f4-(trffluoromethyl)phenviyi.3- 
thlazol-5-vl}tnethyl)sulfanvllphenoxy)propanoate 

'H NMR (CDCy 400MHz 8 7.97(d. 2H. J=8.24 Hz). 7.64(d. 2H. J=8.24 Hz). 7.17(d. 1 H. 
10 J=2.38 Hz). 7.11(dd, 1H. J=8.42, 2.38 Hz). 6.55(d. 1H. J=8.42 Hz). 4.70(q, 1H. J=6.78 Hz), 4.66(t. 1H. 
J=3.39 Hz). 4.62(d. 1H. J .27 Hz). 4.43(d. 1H, J .27 Hz). 4.25(s. 2H). 4.15(q. 2H. J=7.14 Hz). 3.88(m. 
1H). 3.54(m, 1H), 2.56(t, 2H, J=7.33 Hz), 1.60(m. 11H). 1.21(t, 3H, J=7.14 Hz), 0.88(t. 3H. J*7.33 Hz), 

EthyK2-isopropvM-r(f4.metrahv dro-2H-Pvran-2-yloxy)methvt]-2-r4^trifluoromethyn P henvll- 
15 1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy)acetate ~~ 

1 H NMR (CDCy 400MHz 8 7.98(d, 2H. J=824 Hz). 7.64(d. 2H. J=8.24 Hz), 7.20(d, 1H, 
J=2.38 Hz). 7.15(dd. 1H. J=8.42, 2.38 Hz). 6.60(d, 1H. J=8.42 Hz). 4.65(1, 1H. J=3.48 Hz). 4.60(s. 
2H). 4.56(d. 1H. J .09 Hz), 4.38(d, 1H, J .09 Hz). 423(m. 4H), 3.87(m, 1H). 3.53(m. 1H). 3.32(m. 1H), 
1.66(m, 6H), 1.26(t, 3H, J=7.14 Hz). 1.15(d. 6H. J=6.96 Hz). 

20 

Ethyl 2^4-ftf4^2-fu rylmethvl)-244Wtrifluoromethyl)phenvn-1,3-thiazo|.5-vl)methvnsulfanYl].2. 
methylphenoxy}propanoate 

From 5-(chloromethylH-(2-fcrylmethyl)-2-[4-(trifluoromethyl)phenylJ-1 ,3-thiazole (0.097g. 
027 mmol), ethyl 2-{4-[({4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyJ]-1 ,3-thiazol-5- 
25 yl}methyi)sulfanyl]-2-methyIphenoxy)propanoate (0.091 g, 60%) was obtained as a white solid. 

1 H NMR (CDCI,): 8 8.00 (d. 2 H). 7.68 (d. 2 H). 723 (m, 2 H). 6.62 (m 2 H). 6.30 (s. 1 H). 6.02 
(s, 1 H), 4.76 (q, 1 H), 421 (q, 2 H), 4.17 (s. 2 H), 3.98 (s. 2 H), 2.29 (s. 3 H). 1.63 (s. 3 H). 1.24 (t. 3 
H); MS/n/z562(M+1). 

30 Ethyl 2K44({4^3-furvlmeth yl)-2-r4-(trifluoromethyl)phenyn-1.3-thlazol-5-yl}methvl)sulfanvl]-2- 
methylphenoxy}propanoate 

From 5-(chloromethyl)-4-(3-furylmethy!)-2-[4-(trifluoromethyI)phenyl]-1 ,3-thiazole (0.172g, 
0.48 mmol), ethyl 2-{4-[({4-(3-furylmethyl)-2-t4-(trifluoromethyl)pheriyl]-1,3-thiazol-5- 
y|}methyl)sulfanyl]-2-methylphenoxy}propanoate (0.177g. 65%) was obtained as a white solid. 
35 1 H NMR (CDCI 3 ): 8 8.00 (d, 2 H). 7.70 (d. 2 H), 7.28 (m. 2 H). 7.16. (d. 1 H). 6.61 (m, 2 H). 

6.31 (s, 1 H), 4.78 (q, 1 H), 427 (q, 2 H), 4.18 (s, 2 H), 3.68 (s, 2 H), 2.22 (s, 3 H), 1 .68 (s. 3 H) 1 30 
(t, 3 H); MS m/z 578 (M+1). 



Ethyl 2-{4-[({4^2-thienvlmethvl)-2- M-(trinuoromethyl)phenyl]-1.3-thiazol-5-yl)methvl)sujfa r^^ 
40 methylphenoxy}propanoate " * -—^ 
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From 5-(chloromethy!H-(3-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole (0.1 85g, 
0.50 mmol). ethyl 2-{4-[({4-(2-thienylmethyl)-2-[4-(trifluoromethyl)pheny|]-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoaie (0.21g, 73%) was obtained as a yellow solid. 

1 H NMR (CDCW: 6 8.01 (d, 2 H), 7.70 (d, 2 H). 7.20 (s, 1 H), 7.17 (m, 1 H), 6.93 (m, 1 H), 6.80 
5 (s, 1 H). 6.60 (m. 2 H). 4.74 (q. 1 H), 4.20 (q, 2 H), 4.19 (s. 2 H). 4.17 (s, 2 H). 2.29 (s, 3 H), 1 .67 (s 3 
H), 1.30 (t, 3 H); MS m/z 578 (M+1). 

Ethyl 2^ethvl.2^4.r((4-r4^trifluorom ethoxv)ben2vn-2-r4^trifluoromethvnphenvn.1,3.th 
yl}methvl)sulfanyl]phenoxv}propanoate ~ 

10 From 5-(chloromethyl)-4-[4-(trifluorom ,3-thiazole 

(0.166g, 0.37 mmol) (prepared as in U16097-118-2), ethyl 2-methyl-2-{4-[((4-[4- 
(trifluoromethoxy)benzyl]-2-[4-(trifIuoromethyl)phenyO-1,3-thiazol-5- 
yl}methyl)sul.'anyl]phenoxy)propanoate (0.21 0g, 87%) was obtained as a white solid. 

MS mfz 656 (M+1); HPLC RT 4.862 (C18 4.2x1 00mm. 0-100% ACN/H 2 0 (0.1% TFA) 6min 

15 @ 2ml/min @254/220nm). 



20 



25 



30 



35 



40 



Ethyl2-meth y l-2^4-r({4WHnethvl-2.thien ^ 
yl)methyl)sulfanyl]phenoxv>propanoate 

From 5-(chloromethyl)-4-(2-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole (0.062g, 
0.16 mmol), ethyl 2-me%l-2-{4-[({4-[(4-methyl-2-thienyl)methyO-2-[4-(trifluoromethyI)phenyl}-1 ,3- 
thiazol-5-yl)methyl)sulfanyl]phenoxy}propanoate (0.17g, 100%) was obtained as a yellow oil. 

MS wz 592 (M+1); HPLC RT 4.534 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

Ethyl {2-methyl-4-r({4-r(4^emvl-2-mlenvn methYn-2-r4-ftrifluoromethvnphenylH^.thlazol-5. 
yl}methyl)sulfanyl1phenoxy)acetate 

From 5-(chloromethyI)-4-(2-thienylmethyl)-2-t4-(trifluoromethyl)phenyl]-i ,3-thiazole (0.062g • 
0.16 mmol). ethyl {2-methyl-4-[({4-[(4-methyl-2-^ 

5-yl)methyl)sulfanyl]phenoxy}acetate (0.13g, 100%) was obtained as a yellow oil. 

MS mfr 578 (M+1); HPLC RT4.338 (C1 8 4.2x1 00mm, 0-100% ACN/H z O (0.1% TFA). 6min 
@ 2ml/min @254/220nm). 

Ethyl {4-f({4-(2,4^ifluorobenzvO-2.r4Wtrm UO ro methyl)phenvn-1,3-thiazol-5-vl>methvl) S ulf an Y n. 
2-methyl phenoxy>acetate " 

From5-(chloromethyl)-4-(2,4-difluorobenzyl)-2-[4-(trifluoromethyl)pheny0-1,3-thiazole 
(0.139g, 0.34 mmol). ethyl {4-[({4-(2,4-difluorobenzyl)-2-[4-(trifluoromethyl)pheny0-1,3-thiazol-5. 
yl)methyl)sulfanyl]-2-methylphenoxy}acetate, (0.1g. 49%) was obtained as a white solid. 

MS m/z 594 (M+1); HPLC RT 4.337 (C1 8 4.2x1 00mm. 0-100% ACN/H 2 0 (0.1% TFA). 6min 
@ 2ml/min @254/220nm). 

Ethyl {4-[({4-(4-methoxyb e nzy l)-2-r4-(t rifl U oromethvnphenvn.1 r 3-th iazo|.5-yl}memvl)sulfa nv n.9. 
methylphgn o xy}acetate — 
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From 5^chloromethylH-(4-methoxybenzyl)-2-[4^trifluoromethyl)phenyl]-1 ,3-thiazole (0.09g, 
0.4 mmol) (prepared as in U1 7097-1 1 8-3). ethyl (4-[({4-(4-methoxybenzyl)-2-[4- 
(Wfluoromethyl)phenyl]-1 ,3-thia2ol-5-yl}methyl)sulfany0-2-methylphenoxy}acetate (0.1 60g, 68%) was 
obtained as a white solid. 

5 MS m/z 588 (M+1); HPLC RT 4.631 (C1 8 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 

@ 2ml/min @254/220nm). 

2-Methvl^.r(f4.r(tetrahydro-2H-pvra n-2-yloxv)methyn-2-f44trifluoromethvn P henvn-1.3-t 
5-y»methyl)sulfanyllphenol 

10 'H NMR (CDCI,) 400MHz 6 7.97(d, 2H, J=8.10 Hz), 7.63(d. 2H, J=8.10 Hz), 7.16(d, 1 H, 

J=2.24 Hz), 7.06(dd, 1H, J=8.28, 2.24 Hz). 6.63(d. 1H. J=8.28 Hz),4.64(t, 1H, J=3.53 Hz), 4.59('d, 1H 
J 24 Hz). 4.40(d. 1H. J .24 Hz), 4.23(s. 2H). 3.86(m, 1H). 3.53(m, 1H), 2.16(s, 3H). 1.66(m, 6H). ' 

2-Methvl-4-rfU^4-tri fluoromethvnbenzyn-2-r4-ftrifluoromethvl)phenvn-1.3-thiazol.5. 
15 yl)methyl)sulfanynphenol 

From 5-(chloromethyl)-4-[4^trifluoromethyl)b^ 
(0.82g, 0.19 mmol), 2-methyl-4-[({4-(4-tiffluoromethy0^ 
5-yI)methyl)sulfanyl]phenol (0,021g, 21%) was obtained as a white solid. 

1 H NMR (CDCy: 5 8.00 (d. 2 H), 7.69 (d, 2 H). 7.52 (d, 2 H), 7.29 (d. 2 H). 7.18 (s. 1 H). 7.16 
20 (d 1 H), 6.70 (d, 1 H), 4.15 (s, 2 H). 4.00 (s. 2 H), 2.20 (s, 3 H); MS m/z 540 (M+1). 

2-Methvl-4-rfU-(4-tri fluoromethoxv)benzvn-2-r4-(trifluoromethvl)phenvn-1.3-thiazol-5. 
yl}methyl)sulfanyllphenol - « 

From5-(chloromethyl)-4-[4-(trifluoromem 
25 (0.147g, 0.33 mmol), 2-methyl-4-[({4-(4-trifluoromethoxy)benzy0-2-[4-(trifluoromethyl)pheny0-1,3- 
thiazol-5-yl)methyl)sulfanyl]phenol (0.048g, 27%) was obtained as a white solid. 

1 H NMR (CDCI S ): 6 8.01 (d. 2 H), 7.71 (d, 2H), 7.13 (m, 6 H), 6.69 (d. 1 H), 4.18 (s, 2 H), 3.96 
(s. 2 H), 2.22 (s. 3 H); MS m/z 556 (M+1 ). 



4-[({4.( 4-methoxyben2vl)-2-r4-(trifluoromethyl)phenvn-1.3-thiazol-5-y»)methyl)smfanvn-2. 
methylphenol 

From 5-(chloromethyl)-4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl)-1 ,3-thiazole (0.063g. 
0.16 mmol). 4-[({4-(4-methoxybenzyl>2-[4-(tr^^ ' 

methylphenol (0.022g, 28%) was obtained as a white solid. 

'H NMR (CDCI,): 5 8.00 (d, 2 H). 7.68 (d, 2 H), 7.19 (s, 1 H), 7.09 (m. 3 H). 6.82 (d, 2 H), 6.70 
(d, 1 H), 4.14 (s, 2 H), 3.90 (s, 2 H), 2.20 (s, 3 H); MS mh 502 (M+1). 



2-Methyl-4-r(f4-(4-methvlsulfanvl)be nzyl1-2-r4-(trifluoromethyl)phenyn-1.3-thiazol-5. 
yl}methyl)sulfanynphenol 
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10 33a 0 7 H TrTf^ H ^^^^ 2 ^^ m ^>P^ 3-thiazole 
(0.33g, 0.78 mmol). 2™thyl-4-K{4-(4-m e thylsu^^ 

5-yl}methyl)su tf anyi]phenol (0296g, 72%) was obtained aTa white Sid * ""KM-M-"* 

MS/r3/z518(M+1). 

5 

^Z^*'"^'™™—^ -"-™ V" 

yt}methvnsulfan Y n phpnni ^ y - J ' xnia201 5 

is n ™ F » m o ^'° romei * y,) ^*^^^ 3-thiazole fO msn 

y^th^utfanyqphenoi (0.072 9 . 54%) was obtained as a yeiiow oB . MS m/z 47^1). 

withoulp^c^^ 

30 

obtained as a while solid ' ^ yl)mem> " ,s '" fa "» he '"V)prapano a ia (o.,7g, 83%) was 

o HPLC RT4K3 ,cw 4 ^ ™« ™>. ~ 
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(Wfluoromethyl)pheny0-1,3* (0.1 5g, 80%) was obtained 

as a white solid. MS m/z 628 (M+1); HPLC RT 4.398 (C18 4.2x1 00mm, 0-100% ACN/H 2 0 (0.1% 
TFA), 6min @ 2ml/min @254/220nm). 

5 Ethyl 242-me thyM^({4-(34hienylmethvl)-2W^ 
yl>methyl)sulfanynphenoxy)propanoate 

From 2-methyI-4-[({4-(3-thienylmethyl)-2-^^^ 
• y^methyOsulfanylJphenol, ethyl 2^2-methyM-[({4-(3-th^ 

thia2oI-5-y!}methyl)sulfanyl]phenoxy}propanoate (0.225g f 0.47 mmol), (0.255g, 91%) was obtained as 
10 a yellow oil. 

MSm/z578 (M+1); HPLC RT4.412 (C1 8 4.2x1 00mm, 0-100% AC N/H 2 0 (0 ; 1%TFA), 6min 
@ 2ml/min @254/220nm). 

Methyl {2-methvl-4 -[({4-(3-thienvlmethyl)-2-r4^trIflu pro methyl) phenylM,3-th!azol-5- 
15 yl}methyl)sutfanyr|phenoxy)acetate 

From 2-methyl-4-[({4-(3-thienylm^ 
yl}methyl)sulfany0phenol, methyl {2nTiethyi^[({4-(3-thienylmethyl)-2-[4^trifluoromethyl)pheny ,3- 
thia2ol-5-yI}methyI)sulfanyQphenoxy}acetate (0.225g, 0.47 mmol), (0.259g f 94%) was obtained as a 
yellow oil. 

20 MS mfz 550 (M+1); HPLC RT 4.243 (C1 8 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min 

@ 2ml/min @254/220nm). 

Ethyl 2^4-r(Whydroxymethyl)-2Wtrifto^^ 
yl}methyl)sulfanyl1phenoxy)-2-methylpropanoate 

25 Toa stirred solution of crude ethyl {2-methyi-4-[({4-[(tetrahydro-2H-pyran-2-yloxy)methyO-2-[4- 

(trifluoromethyl)phenyl]-1,3-thia2ol-5-yl}methyl)suifanyGphenoxy}acetate (11.98g, 20.09mmoles, 1eq) 
in MeOH (100ml, 0.20M) was added as a solid p-toluenesulfonic acid (800mg, 25mol%) at room 
temperature. The reaction mixture was stirred at room temperature for 3 hours. The MeOH was 
removed in vacuo and the residue was purified by silica gel chromatography (15% EtOAc/Hexanes to 

30 30% EtOAc/Hexanes) to yield 8g (78%) of pure titled alcohol. 

1 H NMR (CDCI 3 ) 400MHz 5 7.96(d, 2H, J=8.06 Hz), 7.65(d, 2H, J=8.06 Hz), 7.23(d, 2H, 
J=8.79 Hz), 6.73(d, 2H, J=8.79 Hz), 4.44(s, 2H), 4.17(m, 4H), 2.33(br s, 1H), 1.56(s, 6H), 1.21(t, 3H, 
J=7.14Hz), 

TLC(30% EtOAc/Hexanes) R, = 0.32 
35 44({4-(Hydroxymethyl)-2 -[4^^ 
methylphenol 

1 H NMR (CDCI 3 ) 400MHz 5 7.95(d, 2H, J=7.93 Hz), 7.64(d, 2H, J=7.93 Hz), 7.1 5(d, 1H, 
J=2.07 Hz), 6.98(dd, 1H, J=8.10, 2.07 Hz), 6.62(d, 1H, J=8.10 Hz), 4.39(s, 2H), 4.1T(s, 2H), 2.14(s 
3H), 

40 

Ethyl 2^4-r({4^hvdroxymethvl)-2- f4-(^^ 

propylphenoxy}propanoate — 
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1 H NMR (CDCIj) 400MHz 8 7.97(d, 2H, J=8.06 Hz), 7.66(d, 2H, J=8.06 Hz), 7.13(d, 1H, 
J=2.38 Hz), 7.10(dd, 1H, J=8.24, 2.38 Hz), 6.55(d, 1H, J=8.24 Hz), 4.70(q, 1H, J=6.78 Hz), 4.43(s, 
2H), 4.14(m, 4H), 2.55(t, 2H, J=7.33 Hz), 2.19(brs, 1H), 1.55(m, 5H), 1.21(1, 3H, J=7.14 Hz), 0 85(t 
3H, J=7.33 Hz), 

Methyl {4-r({4^hydroxymethvl)-2-r4-ftrifluor omethvnDhenvn-1.3-thfazol.5-Yl)methvn5ulfanvn.2. 
isopropylphenoxvlacetate 

1 H NMR (CDCl 3 ) 400MHz 8 7.97(d, 2H, J=8.42 Hz), 7.66(d, 2H. J=8.42 Hz), 7.15(m, 2H), 
6.60(d, 1H, J=8.79 Hz), 4.64(s, 2H). 4.38(s, 2H), 4.15(s, 2H), 3.77(s, 3H), 3.31(m, 1H), 2.03(br s, 1H), 
1.12(d,6H,J=6.96Hz), 

Ethyl 2H4-r({4-(hydroxymethyl)-2-r4.ftrifluor omethvl)phenvI1-1,3-thtazo|.5-vl}methvl) S ulfan Y l] -2. 
tsopropylphenoxvlpropanoate ~ " ^ "~ 

•H NMR (CDCI,) 400MHz 8 7.97(d, 2H, J=8.24 Hz), 7.66(d, 2H, J=8.24 Hz), 7.15(d, 1H, 
J=2.38 Hz), 7.11(dd. 1H, J=8.42, 2.38 Hz), 6.56(d, 1H, J=8.42 Hz). 4.73(q. 1H, J=6.78 Hz). 4 38(s 
2H), 4.14(m t- 4H), 3.30(m, 1 H), 1 .60(d. 3H, J=6.78 Hz), 1 .17(m. 9H). 

Ethyl2^4-r(f4^hydroxvmethyQ.2-r44trifl^^ 
methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 8 8.00(d. 2H. J=8.23 Hz). 7.69(d. 2H. J=8.23 Hz). 7.22(d. 1H, 
J=2.39 Hz). 7.12(dd. 1H. J=8.23. 2.39 Hz), 6.59(d, 1H, J=8.23 Hz), 4.74(q, 1H, J=6.77 Hz), 4.51(s, 
2H), 4.19(m. 4H), 3.68(br s, 1H), 2.26(s. 3H). 1.65(d, 3H, J=6.77 Hz), 1.26(1, 3H. J=7.17 Hz) 

TLC(50% EtOAc/Hexanes) R, = 0.40 

The following four compounds were deprotected as above but used without further 
purification: 

Ethyl 2-f4-((r2-(4-fluorophenyn.4.fhvdrox yniethyn.1.3-thiazo|.5-vllmethyl}sulfanvi)-2. 
methylphenoxy]propanoate 

Ethyl {2-ethyl-4-r«4-fhvdrox ymethvl)-2-f4^trifluoromethvl)phenvlM.3-thiazo|.5. 
yl}methvl)sulfanyl1phenoxy}acetate ~ 

Ethyl 2-{2-ethyl-4-r(|4-(hvdro xyrnethvn.2-r4-(trifluoromethvl)phenvn-1.3-thiazo|.5- 
yl)methyl)sulfanyl]phenoxy)propanoate 

Ethyl {4-[({4-(hydroxymethvl).244-ftrifluoro m ethvl)phenvn.1,3-thiazo|.5.yl)methvl)sulfanyn.2. 
propylphenoxy)acetate — 



Ethyl fftert-butyl(diphenyl)si)vnoxy) acetate 
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To a 500ml round-bottom flask equipped with a magnetic stir-bar, N 2 inlet was added ethyl 
glycolate (1 0g, 96.0mmoles, 1eq) and dry CH 2 CI 2 (200ml, 0.5M). This was followed by the addition of 
triethylamine (40ml, 0.288moles. 3eq) and DMAP (1.17g, 9.6mmoles, 10mol%) followed by the 
dropwise addition of TBDPSCI (27.5ml, 0.106moles, 1.1eq) in dry CH 2 CI 2 (20ml). The reaction 
5 mixture was allowed to stir at room temperature overnight at which time the reaction mixture was 
diluted with CH 2 CI 2 and washed with 1N HCI, saturated sodium bicarbonate. H 2 0 and dried over 
Na 2 SO«. After filtration the volatiles were removed in vacuo to yield 30g (91 %) of titled compound. 

1 H NMR (CDCy 300MHz 5 7.69(m, 4H), 7.39(m. 6H). 4.23(s. 2H). 4.14(q. 2H. J=7 14 Hz) 
1.22(t. 3H, J=7.14 Hz), 1.08(m, 9H), 
1 0 TLC(20% EtOAc/Hexanes) Rf= 0.67 

{[tert-Butvl(diDhenyl)silvl1oxy}aceticacid 

To a stirred solution of ethyl {Itert-butyl(diphenyl)silyl]oxy}acetate (20g, 58.4mmoles, 1eq) in 
THF (100ml, 0.58M) was added 1N NaOH (6ml, 0.1 17moles, 2eq) and was allowed to stir at room 
15 temperature overnight The THF was removed in vacuo and the residue was partitioned between 
CHjCIj and 1N HCI until a pH of 2 was reached. The phases were separated and the aqueous phase 
was washed twice with CH 2 CI 2 . The combined organic fractions were dried over NajSO,. filtered and 
concentrated in vacuo to yield 17g (90%) of product. 

1 H NMR (CDCy 300MHz 5 7.68(m, 4H), 7.41(m, 6H), 4.22(s, 2H), 1.1 1(s, 9H), 
20 TLC(5% MeOH/CH 2 Cy R,= 0.37 

{[tert-ButvKdiphenyl)silvnoxv)acetyl chloride 

In a 500ml round-bottom flask was mixed {[tert-butyl(diphenyl)silyl]oxy)ace«c acid (17g, 
54.0mmoles, 1eq). thionyl chloride (1 1.7g. 0.162moles, 3eq) and dry C^CI, (120ml. 0.45M). This 
mixture was refluxed for 5 hours. After cooling to room temperature the volatiles were removed in 
vacuo. The resulting residue was washed twice with toluene and the toluene was subsequently 
removed in vacuo to remove excess thionyl chloride. This resulted in 18g (100%) of titled compound. 
1 H NMR (CDCI,) 300MHz 8 7.72(m, 4H), 7.44(m, 6H), 4.54(s, 2H), 1 .1 1 (m, 9H), 

30 Ethyl 44rtert -butyl(diphenvl)silyl]oxv>.3-oxobutanoate 

To a 1-L round-bottom flask equipped with a magnetic stir-bar, addition funnel, low 
temperature thermometer with thermometer adapter and a N 2 inlet was added monoethyl malonate 
(1 4.53g, 0.1 1 moles, 2eq) in dry THF (1 50ml, 0.73M) and 20mg of 2,2'-dipyridyl. After cooling the 
reaction mixture to -78°C (dry ice/acetone), /?-BuLi (2.5M in Hexanes, 88ml, 0.22moles, 4eq) was 
added at a rate to maintain the internal temperature below -10°C. Once the addition was complete 
the reaction was allowed to warm to -10°C by removal of the cold bath. The reaction remained a light 
pink color; this designates that there was ample amount of n-BuLi to deprotonate the monoethyl 
malonate. (If the color had turned yellow the reaction would have had to have been re-cooled to - 
78°C and additional n-BuLi would have had to have been added followed be re-warming to -10°C ) At 
this point the reaction mixture was cooled to -78°C followed by the dropwise addition of neat {[tert- 
Butyl(diphenyl)silyl]oxy}acetyl chloride (l 8 g, 54mmoles, 1eq) over a period of 15 minutes maintaining 
the internal reaction temperature below -60»C. This was allowed to stir at -78°C for 10 minutes at 



25 



35 



40 
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which point the reaction was transferred to a separatory funnel containing diethyl ether (900ml) and 
1N HCI (450ml). This was agitated and vented until further gas evolution ceased after which the 
phases were separated and the organic phase was washed with saturated sodium bicarbonate, brine 
and dried over Na 2 S0 4 . This was then filtered, concentrated in vacuo and purified by silica gel 
chromatography (5% EtOAc/Hexanes to 20% EtOAc/Hexanes) to yield 12.2g (60%) of product. 

'H NMR (CDCI,) 300MHz 6 7.63(m, 4H). 7.41(m, 6H), 4.19(m. 4H), 3.63(s. 2H). 1.27(t 3H 
J=7.14Hz), 1.08(s,9H), 

TLC(20% EtOAc/Hexanes) R,= 0.53 

The following compounds were made according to W. Wierenga (J.Org.Chem 1979 vol 44 d 
310): ' ' K 



Ethyl 4-(4-bromophenvl)-3-oxobutanoate 

1 H NMR (CDCI 3 ) 300MHz 6 7.45(d, 2H, J=8.38 Hz), 7.10(d, 2H. J=8.38 Hz), 4.17(q. 2H, 
15 J=7.14 Hz), 3.79(s, 2H), 3.45(s, 2H). 1 .26(t, 3H, J=7.14 Hz), 

Ethyl 3-oxo-4-{2-phenvlethoxy)butanoate 

1 H NMR (CDCI 3 ) 300MHz 5 7.26(m, 5H), 4.15(q, 4H, J=7.14 Hz), 3.71(1. 2H. J=6.94 Hz), 
3.46(s, 2H). 2.92(t, 2H, J=6.94 Hz), 1 .27(1, 3H, J=7.14 Hz), 

20 

Ethyl 3-oxo-6-phenylhexanoate 

1 H NMR <CDCI S ) 300MHz 8 7.22(m, 5H). 4.18(q, 2H, J=7.14 Hz), 3.39(s, 2H). 2.62(t, 2H, 
J=7.28 Hz), 2.53(t, 2H. J=7.28 Hz), 1 .92(m, 2H), 1 .25(t, 3H, J=7.14 Hz). 

25 Ethyl 3-oxo-4-phenylbutanoate 

1 H (CDCy 300MHz 7.29(m, 5H). 4.18(q. 2H. J=7.14 Hz), 3.83(s. 2H). 3.44(s. 2H), 1.26(1, 3H 
J=7.14Hz), K 

TLC(20% EtOAc/Hexanes) Rf= 0.36 

30 Ethyl 4-(benzyloxy)-3-oxobutanoate 

1 H (CDCI 3 ) 300MHz 7.35(m. 5H), 4.59(s. 2H). 4.16(q. 4H, J=7.14 Hz). 3.53(s. 2H). 1.26(1 3H 
J=7.14Hz), ' 

Ethyl 3-oxo-5-phenylpentanoate 

35 i H NMR (CDCI 3 ) 300MHz 7.24(m. 5H). 4.18(q. 2H. J=7.14 Hz). 3.42(s. 2H). 2.90(m. 4H) 

1-27(1, 3H, J=7.14 Hz) 

Ethyl 4-{rtert-butvl(d iphenvHsilvnoxy)-2-chloro-3-oxobutanoate 

To a 100ml round-bottom flask equipped with a magnetic stir-bar and a N 2 inlet was added 
ethyl 4-{[tert-butyl(diphenyl)silyl]oxy)-3-oxobutanoate (4g, 10.4mmoles, 1eq) and dry C^CI, (25ml. 
0.42M) at room temperature. This was followed by the addition of neat sulfuryl chloride (0.833ml, ' 
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1 0.4mmoles, 1eq) and the reaction was allowed to stir overnight at room temperature. After dilution 
with CH 2 CI 2 (50m!) the reaction mixture was treated with saturated sodium bicarbonate until bubbling 
ceased. The phases were separated and the organic fraction was washed with sat. NaHC0 3 , brine 
and dried over NajSCV After filtration and concentration in vacuo was yielded 4.2g (96%) of crude 
chloride. This crude product was used without purification. 

1 H NMR (CDCI 3 ) 400MHz 8 7.62(m, 4H), 7.41 (m, 6H) ( 5.26(s, 1H), 4.40(m, 2H), 425(m, 2H), 
1.28ft 3H, J=7.14 Hz), 1.09(s, 9H), 

The following intermediates were made by the same procedure as that used for Ethyl 4-{[tert- 
butyl(diphenyl)silyI]oxy}-2-chIoro-3-oxobutanoate 

Ethyl 4-(b3nzyloxy)-2-ch1oro-3-oxobutanoate 

1 H (CDCI 3 ) 300MHz 6 7.36(m, 5H), 5.1 0(s, 1H), 4.59(s, 2H), 4.32(s, 2H), 4.23(q, 2H, J=7.23 
Hz), 1.28(t, 3H, J=7.14Hz), 

Ethyl 2-chloro-3-oxo-6-phenylhexanoate 

1 H (CDCI3) 300MHz 6 7.23(m, 5H), 4.75(s t 1H), 4.27(q, 2H, J=7.14 Hz), 2.72(t, 2H, J=7.28 
Hz), 2.63(t, 2H t J=728 Hz), 1.97(m, 2H, J=7.28 Hz), 1.28ft 3H, J=7.14 Hz), 

Ethyl 2-chloro-3-oxo-4-(2-phenylethoxy)butanoate 

1 H NMR (CDCI3) 300MHz 5 7.25(m, 5H), 5.03(s. 1 H), 4.29(m, 2H), 4.24(q, 2H, J=7.14 Hz), 
3.73(t, 2H, J=7.00 Hz), 2.91(t, 2H, J=7.00 Hz), 1.29ft 3H, J=7.14 Hz), 

Ethyl 2-chloro-3-oxo-4-phenyIbutanoate 

1 H (CDCI 3 ) 300MHz 7.29(m, 5H), 4.87(s, 1H), 4.23(m, 2H, J=7.14, 7.00, 7.14, 1.10, 1.24, 
1 .24, 0.82 Hz), 4.02(d, 2H, J=4.53 Hz), 1 .31(t, 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) 0.51 

Ethyl 2-chloro-3-oxo-5-phenylpentanoate 

1 H (CDCI3) 300MHz 7.25(m, 5H), 4.76(s, 1 H), 4.25(q, 2H, J=7.14 Hz), 2.99(m, 4H), 1.31ft 
3H, J=7.14 Hz), 

TLC(20% EtOAc/Hexanes) Rp 0.46 

Ethyl 4-(4-bromophenyl)-2-chloro-3-oxobutanoate 

1 H NMR (CDCI 3 ) 300MHz 6 7.48(d, 2H, J=8.51 Hz), 7.1 0(d, 2H, J=8.51 Hz), 4.84(s, 1H), 
4.25(q, 2H, J=7.14 Hz), 3.97(s, 2H), 1.29ft 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) R,= 0.58 



Ethyl 4-({rtert-butyl(diphenyl)sny0oxv}methyl)^ 
carboxylate 



• « 
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To a 500ml round-bottom flask equipped with a magnetic stir-bar was mixed ethyl 4-tftert- 
butyl(diphenyl)silyl]oxy}-2-chloro-3-oxobutanoate (20.4g, 52.88mmoles, 1eq), 4- 
trifluoromethylthiobenzamide (12.2g, 59.5mmo)es, 1.1eq), 1,2-dichloroethane (150ml, 0.44M)and H,0 
(3ml). This mixture was refluxed for 12 hrs. After cooling to room temperature, the reaction mixture 
was diluted with CH^I, (100ml) and washed with sat NaHC0 3 . Once the phases were separated 
the organic phase was washed with water, brine and dried over Na^SO,. This was then filtered, 
concentrated in vacuo and purified via silica gel chromatography (5% EtOAc/Hexanes to 20% ' 
EtOAc/Hexanes) to yield 20.3g (76%) of the titled compound. 

1 H NMR (CDCI,) 400MHz 8 8.07(d, 2H, J=8.37 Hz), 7.76(m, 4H), 7.71 (d, 2H, J=8.37 Hz) 
7.37(m, 6H), 5.24(s, 2H), 4.26(q, 2H. J=7.18 Hz), 1.29(t, 3H, J=7.18 Hz), 1.11(s, 9H), 
TLC(20% EtOAc/Hexanes) R, = 0.72 

Ethyl 4-(frtert-b U tyl(diphenvl) S llvn 0 xvTmet hyI)-2.phenvl-1 r 3-thiazole-5.carfaoxy l a te 

Analogous procedure to that used for ethyl 4-({pe/f-butyl(diphenyl)silyl]oxy}methyl)-2-(4- 
15 {tnfluoromethyUphenylM ,3-thiazole-5-carboxyiate except thiobenzamide is the starting material. 

1 H NMR (CDCI 3 ) 400MHz 5 7.98(m, 2H), 7.76(m, 4H). 7.40(m. 9H), 5.21(s, 2H), 4.23(q 2H 
J=7.1 2 Hz), 1 ,28(t, 3H, J=7.12 Hz), 1 .08(s, 9H), 
TLC(20% EtOAc/Hexanes) R, = 0.67 
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.The following intermediates were made using the same procedure as Ethyl 4-({[tert- 
butyl(diphenyl)silyl]oxy}me%l>2-(4-^ 



Ethyl 2-(4-ftrifluoromethW}phenvl)-4-rr2- D he nylefhoxv)memvn-1,3^ht a zole-S-c a rb 0 ^ l a f C 

1 H (CDCI3) 300MHz 8 8.10(d. 2H, J=8.79 Hz), 7.71(d, 2H, J=8.79 Hz), 7.23(m. 5H), 5 02(s 
25 2H), 4.37(q, 2H, J=7.14 Hz), 3.86(t, 2H, J=7.42 Hz), 2.99(t, 2H. J=7.42 Hz). 1.41(1. 3H, J=7.14 Hz),' 

Ethyl 2-(4-ftrjfluoromethvt)phenvl)-4-f3-D henv< P rop V n.1.3.thiazole-S-carfaoxvl a te 

1 H (CDCI3) 300MHz 8 8.08(d, 2H, J=8.24 Hz), 7.71 (d, 2H. J=8.24 Hz), 7.23(m, 5H), 4.34(q 
2H, J=7.14 Hz), 3.25(t, 2H, J=7.69 Hz), 2.71(t, 2H, J=7.69 Hz), 2.13(m, 2H), 1.35(t. 3H, J=7.14 Hz)' 

Ethyl 4-r(benzyloxv)methyl]-2-(4-ftrifluor omethvl)phenvlM,3-thi a zole-5-carboxvl a te 

1 H (CDCy 300MHz 8 8.12(d. 2H. J=8.79 Hz), 7.72(d. 2H. J=8.79 Hz). 7.35(m. 5H). 5.04(s 
2H). 4.74(s, 2H). 4.36(q, 2H. J=7.10 Hz). 1.38(t, 3H. J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rp 0.49 

Ethyl 4-(4-bromobenzvf)-2-(4-ftrifluoro methvt>phenYt)-1,3-thiazole-5-carboxvlate 

1 H NMR (CDCI 3 ) 300MHz 6 8.07(d, 2H, J=8.79 Hz), 7.69(d, 2H, J=8.79 Hz), 7.43(d 2H 
J=8.51 Hz). 7.28(d, 2H. J=8.51 Hz), 4.51(s. 2H). 4.38(q. 2H. j=7.14 Hz), 1 .39(t, 3H. J=7.14 Hz) ' 
TLC(20% EtOAc/Hexanes) R,= 0.66 

Ethyl 4-(2-phenylethvl)-2-r4-(triflu 0 ro me thyl)phenvn-1.3-thiazole-5-carboxvlate 
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1 H (CDCI 3 ) 300MHz 8.10(d, 2H; J=8.79 Hz), 7.72(d, 2H, J=8.79 Hz). 7.24(m, 5H), 4.37(q, 2H 
J=7.14 Hz), 3.51(m, 2H), 3.10(m, 2H), 1.40(t, 3H, J=7.14 Hz), 
MS(ES + ) M+H= 405.99 

Ethyl 4-benzvl-2-r4-(trifluoromethyl)phenyl]-1 ,3-thiazole-5-carboxylate 

1 H (CDCI3) 300MHz 8.08(d, 2H, J=8.79 Hz), 7.70(d, 2H, J=8.79 Hz), 7.42(d, 2H, J=9 61 Hz) 
7.23(m, 3H), 4.58(s, 2H), 4.38(q. 2H, J=7.14 Hz). 1.39ft 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rr 0.57 
MS(ES')M+H=391.9 

{4-({rtert-Butvlfdiphenynsilvnoxv) methvn-2-r4-ftrifluoromethvnDhenvn-1.3-thiazol.5. 
yl}methanol 

Analogous reduction as in the synthesis of 4-[(tetrahydro-2H-pyrah-2-yloxy)rhethyi]-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-5-y0methanol. 

15 1 H NMR (CDCW 400MHz 8 7.97(d, 2H, J=8.03 Hz), 7.68(m, 6H). 7.41 (m, 6H), 4.97(s, 2H). 

4.84(s,2H), 1.08(s,9H). 

[4-({[tert-Butvl(diphenvl)sil vnoxy)methvn-2-phenvl-1.3-thiazo|.5-vnmethanol 

Analogous reduction as in the synthesis of 4-[(tetrahydro-2W-pyran-2-yloxy)methyQ-2-[4- 
20 (trifiuoromethyl)phenyl]-1.3-thiazol-5-yl}methanol. 

1 H NMR (CDCI3) 300MHz 6 7.90(m, 2H), 7.75(m, 4H), 7.45(m. 9H). 5.00(s. 2H). 4.86(s 2H) 
1.13(s.9H), 

The following compounds were all made by the general alkylation procedure with the 

25 appropriate thiols made above and the alkyl halides made from either {4-({[fen*- 

Butyl(diphenyl)silyl]oxy}methyl)-2-[4-{trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl)methanol or (4-(flferf- 

Butyl(diphenyl)silyl]oxy)methyl)-2-[4-(trifluoromethyl)pheny0-1 ,3-thiazol-5-yl}methariol via the chlorides 
as described above. 

30 Ethyl [4-(ff4-f(ftert-butvl(diphenyl)silvnoxv>m e thyl).2-phenvl-1,3-thiazol-5-vnmethyl)sulfanvn.2. 
methylphenoxylacetate ~ 

1 H NMR (CDCW 400MHz 6 7.85(m. 2H), 7.68(m, 4H), 7.39(m, 9H), 7.12(d, 1H, J=2.39 Hz), 
7.03(dd, 1H. J=8.37, 2.39 Hz), 6.50(d, 1H, J=8.37 Hz), 4.61(1, 2H), 4.55(s, 2H), 4.24(q, 2H, J=7 12 ' 
Hz). 4.10(s. 2H), 2.18(s, 3H), 1 .26(1. 3H. J=7.12 Hz). 1.05(s. 9H). 
35 TLC(20%EtOAc/Hexanes)R, = 0.43 

Ethyl 2K4.f({4-({rtert-butvl(diphenvn s il ynoxy)methvl).2.[4-(trifluoromethyl)phenvn-1.3.thi ago l. «;. 
Vl>methyl)sul fanvn-2-methylphenoxv)propanoate 

1 H NMR (CDCI,) 400MHz 8 7.94(d. 2H. J=8.20 Hz). 7.67(m. 6H). 7.39(m. 6H). 7.1 1(d 1 H 
40 J=2.39 Hz). 7.00(dd. 1H. J=8.37. 2.39 Hz). 6.49(d, 1H. J=8.37 Hz), 4.65(m, 2H), 4.17(q, 2H, J= 7 1 8 
Hz), 4.09(s. 2H). 2.17(s. 3H). 1.60(d, 3H. J=6.84 Hz). 1.21(1. 3H. J=7.18 Hz), 1.05(s, 9H). 
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TLC(20% EtOAc/Hexanes) R, = 0.57 

2H), 2.17(s. 3H). 1.59(d, 3H, J=6.84 Hz), 1.20(t, 3H, J=7.12 Hz). 1.05(m. 9H) 
Tl.C(20% EtOAc/Hexanes) R, = 0.48 

10 ,? hy '^ (f y ftert " bU¥(d '^ 

thienviymethYt)sulfanvn.2-m ethvlphenoxy> a r. c t a t» ^ 

lHNM R(CDCy400MHz8 7.94(d.2H.J=8.20Hz).7.66(m,6H).7.38(m.6H) 7 11(d 1H 
£2.22 Hz). 7.03(dd. 1H. J=8.37. 2.22 Hz). 6.50(d. 1H. J=8.37 Hz). 4.63 s. 2H . 4 56(s 2H> 4 23* 
2H. J-7.12 Hz). 4 .10(s. 2H). 2.18(s. 3H). 127(1. 3H. J=7.12 Hz). 1 04(s. 9H). ^ 
15 TLC(20% EtOAc/Hexanes) R, = 0.50 

methylphenoxylacetate J r ^uiunyif g 

'H NMR (CDCI3) 300MHz 8 7.97(d. 2H. J=8.23 Hz). 7.67(d. 2H. J=8 23 Hz) 7 22fd 1H 
20 =2.39 Hz). 7,4(dd. 1H. J=8.23. 2.39 Hz). 6.61(d. 1H. J= 8.23 Hz 4.63 8 2H) 4^ L^H '4 L 
2H. J-7.17 Hz). 4.18(s. 2H). 2.83(3. 1H). 2.25( S . 3H), 1.29(t. 3H. J=7 17 Hz) 
TLC(50% EtOAc/Hexanes) R,= 0.51 

(4-Bromophenyl)acetvl chloride 

25 Toasti ^ s ^ 0n ^ 4 - brom °Phenylaceticacld(10g I 46.5mmoles lea) in drv cun 

(10 ml 0.47M) wa S added thiony. chloride (20^ o.280mo> eSl 6eq) LThoS After 

^ 'H (CDCy 300MHz 8 7.50(d. 2H. J=8.38 Hz). 7.14(d. 2H. J=8.38 Hz). 4.09(3. 2H). 

4-Phenvlbutanoyl chloride 

2.05(m. 2^^ (CDC ' 3) 3 ° 0MH2 6 7 - 25(m ' 5H)> 2H " J=7 ' 28 "* 2H ' 
35 (2-Pheny)ethoxy)acetvl chloride 

J=6.94 fe H ) NMR <CDCy 30 ° MHZ 5 7 - 26K 5H) " 4 - 39(S ' 2H) ' *"* 2H ' J=6 - 94 H2 >« 2 ^ 2 H. 
40 j^ ^ B 'P^y'H-V^ethy.).2.^ 

yOmetnanol (0.33g. 0.78mmo<es. 1eq) in dry U-dimethoxyethane (5ml. 0.16M) was added 
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etrak^triphenylphosphino) palladium I (0.45g, 0.39mmoles, 0.5eq) and stirred for 5 minutes at room 
temperature. Pheny.borcr.ic add (0.143g. L2mmo.es, 1 .5eq) was then added followed by ^ -Sn 

hea t e d at 100 degrees centigrade for 13 hours at which point, after cooling to room temperature the 
5 react.cn was partitioned between EtOAc and water. After separafion of the phases the 0^^ 
was washed with brine, dried over anhydrous sodium sulfate. fHtered. concentrated tZZ 0 2 d 
after purflcation by silica gel chromatography (CH 2 CI 2 to 2% MeOH/CH 2 cy 268mg £££ product 

tH NMR (CDCy 400MHz 6 8.03(d. 2H, J-8.20 Hz), 7.67(d, 2H. J=8.20 Hz), 7.54(m 4H) 
7.36(m, 5H), 4.85(s, 2H), 4.22(s, 2H), * * 

10 

The following intermediate was prepared in using the same procedure: 
I 2 ^tri" UO rometh y i}phenylH-^^ 

15 , ^ 7 ^ NMR ( CDC W 400MH2S 8 03(d,2H.J=820Hz).7.67(d.2H.J=8.20Hz).7.52(d,2H 
15 J=8.37 Hz), 7.35(m.5H), 4.84(s. 2H). 4.20(s. 2H), 

The following componds were made by the same prcedure for phenol alkylation. 

To a 250ml round-bottom flask equipped with a magnetic stir-bar and N, inlet was added S- 
chororn^ 

0 22 m I 7^ ^ *> CH ' CN (100m, • °- 27M) - S0M cesi - «b«i (16.43 

25 SSTT* ; q) was added a " at once fo,lowed by *• quick addition of 

Srsr^r 46 (5J "' 1mm ° ,eS ' ^ CHsCN < 10m, >- ^tionts 
allowed to sbr at room temperature for 2 hours at which point the solvent was removed under reTced 

pressure. The resulting residue was partitioned between EtOAc and 1N NaOH. After th P ^T 
were separated the organic fraction was washed with H 2 0. brine and dried over Na 2 SO A^eT 
.0 T*Z» ^ T rem ° Ved h V8CU0 10 yieW the tiUed ""W *• yield. Because of 

ToSr nbe ^ 

5 , o ^^ NMR ( CDC, 3) 4 ^Hz6 8.01(d.2H,J=8.10Hz),7.68(d,2H.J=8.10Hz).7.17(d,1H 
J=2.41 Hz). 7.08(dd, 1H, J=8.10, 2.41 Hz). 6.67(d. 1H. J=8.10 Hz). 4.63(s, 2H), 4.14(s. 2H). ' 

Ethyl 2-f4.f({4^f4.(4.methoxyp h B nvl) .l. P iperazin V nmethvt>.2.f4.( triflu 0 rnmpth r 
th.azo|.5.y»} m ethyt) S u|f a nvnDh e n^ y}.2. m ethvlp r opanoate 

' ,h«™J ♦ 3 "TV*"* raund - b0 «^ "ask equipped with a magnetic stir-bar, low temperature 
ftennometer w,th thermometer adapter, addition funnel and N 2 inlet was added ethyl 2«4- 
("y*oxymethyl>^ 
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to room temperature the solvent was removed in vacuo to yield a yelo^solW^T^ ^ 9 

1 HNMR(CDC! 3 ) 400MHr 8 7.96(d. 2H, J=8 24 Hzl 7 mm ,u , oo„ u v 

HPLC (C-18, 3,m) 096-95% Acetonitrfle/Water over 8 minutes R.= 6.06minutes 
The follow intermediates were made using the same alkylation condifions: 

4-T({4-{r4-/4-Methory p ho» Y | ) . 1 . pjD6rag . ny , 1maf ^ 
yl}methvl)sul fanvn-2-mBthy iphon»t 

'HNMRCCDCy 400MHz 8 7.94W 2H J-8 m -i kma o U . 

UC(50%EIO/WHexaiK S )IV i 0i6 "*).2-27<s. 3H), 1.32ft 3H. J=7.17Hz). 



25 



!-1,3-thiazol-5- 
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TLC(50% EtOAc/Hexanes)= 0.19 

thiazol-5-yl>methyl)sulfanvll.2. methv]phenoxY}propanoate 

,HNM R(CDCI 3 )400MHz. 6 7.99(d 1 2H.J=B.20Hz).7.66(d 1 2H.J=8.20H^^ 
Hz), 7.13(dd. 1H. J=8.37. 2.39 Hz), 6.89(d, 2H, J=9.23 Hz). 6.83(d, 2H. J=9.23 Hz), 6 57(d 1H 
J=8.37 Hz). 4.70(0, 1H, J=6.84 Hz), 4.34(s, 2H), 4.17(q. 2H. J=7 18 Hz), 3.76(s 3H) 3 SSfi 2H) 
3.09(m. 4H), 2.63(m, 4H). 2.24(s, 3H). 1.62(d. 3H, J=6.84 Hz), 1.21(t, 3H. J=7 18 Hz) 

TLC(30% EtOAc/Hexanes)= 0.29 

5-yl)methv»5ulfanvllphenoxy)acetate 11 

1 H NMR (CDCy 300MHz 6 8.04(d. 2H. J=8.23 Hz), 7.70(d. 2H. J=8.23 Hz). 7.29(m 3H) 

2H ^M^'f 39 H2) ' 6 - 92(m ' 3H) ' 663(dl 1H ' J=823 H2) " 464 < S - 2H >" 438 («. W 4.27(q. 
2H. J=7.17 Hz), 3.63(s. 2H), 3.21(m, 4H), 2.66(m. 4H). 2.28(s. 3H). 1.32(1, 3H, J=7 17 Hz) 

710(50% EtOAc/Hexanes) R, = 0.52 

Ethyl MF5^f4-(2-ethoxv.2.cy o ethoxv).3.m 6 thvl P henvnsulf a nY »>m«>thYn. 9 ./^ 
{trifluoromethvDphenvD.I.S-thiazo l^vnmethvll.l.p l perazinecarboxvlate 

1 H NMR (CDCI,) 300MHz 8 7.99(d. 2H. J=8.23 Hz). 7.68(d, 2H. J=8.23 Hz). 7 25(m 1H) 

M J"' ^' 49 ' 2,12 6,61(d ' 1H> J=8 - 49 HZ)> 4 64(S - 2H >' 4 - 28 ( m - 4H >. 4.14ft 2H, J=7 17 
Hz),3.50(m,6H),2.44(brs.4H).2.26(s.3H),1^9(t.3H.J=7.17Hz) 
TLC(50% EtOAc/Hexanes) R, = 0.17 



25 



1-1 ,3-thiazol- 



EthyK2-methvl-4-[(f2-(4-|trmuoroineth \ 
5-y»}methv])sulfa nyl1phenoxvtecetate 

1 H NMR (CDCI 3 ) 300MHz 8 8.04(d. 2H. J=823 Hz). 7.70(d. 2H, J=8.23 Hz), 7.27(m 7H) 
6.64(d, 1H J=8.49 Hz), 4.64(s. 2H). 4.41(s. 2H). 4.28(q. 2H. J=7.17 Hz). 3.60(s, 2H). 3.02(m 2H) 
2.53(m.1H),2.30(s.3H).2.18(m.2H).1.84(m.4H). 1.32ft 3H.J=7 17 Hz) 
30 TLC(50% EtOAc/Hexanes) R, = 0.48 

5-yl}methvl)sulf a nvn P henoxy) ac e t a te " n ' ma2 °' 

1 H NMR (CDCy 300MHz 5 8.02(d, 2H, J=8.23 Hz), 7.68(d, 2H, J=8.23 Hz). 7 28(d 1H 
35 J=2.39 Hz). 7.19(dd. 1H. J=8.49. 2.39 Hz). 6.62(d. 1H. J=8.49 Hz). 4.64(s. 2H). 4.38(s. 2H) 4 28fa 

3H.* iH 7 IS: 351(s ' 2H)i 284(m ' 4H)> 2 - 28(s - 3H)> 2 02(m - 4H) - i - 6i(m - 4H) - 1 - 3 ^ 

TLC(50% EtOAc/Hexanes) R, = o.36 
I.S-th.azol.S-vnm ethvnsulfanvlteh^ ^^ JUrnethyJL 
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1 H(CDCI 3 )400MHz5 7.99(d, 2H, J=8.20 Hz), 7.66(d, 2H. J=8.20 Hz) 725(m 1M 7 16ft. 
3H), 6.98(m, 2H), 6.60(d, 1H. J=8.55 Hz). 4.60(s 2H) 4 37fs 2H> 4 2Z 7» , T^L ^ 1 ' 

TLC(50% EtOAc/Hexanes) R,= 0.73 

TLC(50% EtOAc/Hexanes) R, = 0.44 

_EthyU2.m e thvl^( f (9^ M f ri fi uoroniethY l > p hBnv , f _ 
l^.thiazot-S-yDmethvnsulfa nyDpheno^ a^fo 

^(CDCy 400MHz 6 7.99(d. 2H. J=8.20 Hz). 7.66(d. 2H, J=8 20 Hz) 7 24fm im 7 

T1X(50% EtOAc/Hexanes) R,= 0.64 

Ethyl (2-methvl-4^rf2-(4^ri f| U oro m eth Y l}p h t >n y ip. 
1,3-thiazo|.5-y0methvn Su lf a nyl} P hen O x Y ) a r. f >t a t ft 

1 H(CDCI 3 ) 400MHz 8 7.99(d. 2H. J=8.20 Hz). 7.65(d. 2H. J=8.20 Hz) 7 24(d 1H J-2 3, 

TLC(50% EtOAc/Hexanes) R, = 0.64 

Ethyl f4-<f f4-«4-(2-f urovIM -pip Prazinynmethyl l.?. 
ynmethvl>sulfanvl).2.m e th y |phenoxvl acefa.t«> 

TLC(50% EtOAc/Hexanes) R, = 0.06 
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TLC(50% EtOAc/Hexanes) R, = 0.25 

Ethyl r4^ff4^r4-f4-chlorobenzvl)-1.D ipefa2invnmethyl}.2-(4-ftriflu 0 romethvl>phenvl)-1,3-thiazo|. 
5-yl1methvl>sulfa nyl)-2-methvlphenoxv1acetate 

1 H (CDCW 400MHz 5 7.96(d. 2H, J=8.20 Hz), 7.64(d, 2H, J=8.20 Hz), 7.25(m, 5H), 7.13(dd, 
1H. J=8.37, 2.39 Hz), 6.58(d. 1H. J=8.37 Hz), 4.59(s, 2H), 4.31 (s, 2H), 4^2(q/2H, J=7 18 Hz) 
3.52(s. 2H), 3.42(s, 2H), 2.48(brs, 8H), 2.20(s, 3H), 1.26(t, 3H, J=7.18 Hz), 
TLC(50% EtOAc/Hexanes) R, = 0.23 

Ethyl r4-({f4-{f4-(4.acetylphenv».1.piD erazinvnmethvll.2.(4^tr}fluoromethvl)phenyl).1 r 3.thi a 7ni. 
5-ynmethvnsulfa nyl)-2-methvlphenoxv1acetate 

1 H (CDCI S ) 400MHz 8 7.98(d, 2H, J=8.20 Hz), 7-85(d, 2H, J=9.06 Hz), 7.66(d, 2H. J=8.20 
Hz), 7.24(d. 1H, J=2.39 Hz), 7.16(dd, 1H, J=8.20, 2.39 Hz), 6.84(d, 2H, J=9.06 Hz). 6.58(d 1H 
J=8.20 Hz). 4.61(s. 2H). 4.31(s. 2H). 4.22(q. 2H. J=7.18 Hz). 3.58(s, 2H), 3.33(br s. 4H), 2.60(bi s 
15 4H),2.50(m,3H),2.24(s,3H), 1.27(1, 3H,J=7.18 Hz), 
TLC(50% EtOAc/Hexanes) R, = 0.23 

Ethyl [4-(ff4-{r4-(2-hydroxyethvl)-1.pi P er azinvnmethv>V2.(4-{trifluorofnethyl)phenvH.1.3^hi ago l. 
5-yl]methvl)sulfanyl)-2-methvlphenoxvlacetate 

20 1H (CDCI S ) 400MHz 8 7.97(d. 2H. J=8.20 Hz). 7.64(d. 2H. J=8.20 Hz). 7.23(d, 1H, J=2.22 

Hz), 7.14(dd, 1H, J=8.37, 2.22 Hz), 6.58(d, 1H, J=8.37 Hz), 4.60(s. 2H), 4.30(s. 2H). 4.22(q. 2H 
J=7.12 Hz). 3.60(m, 2H), 3.50(s. 2H). 2.94(s. 1H). 2.53(m. 10H), 2.23(s. 3H). l!26ft 3H. J=7.12 Hz). 

Ethyl (2-methyl-4-(r(2-(4-{triflu 0 romethvl lphenvI)-4^rf3- P vridinvlmethvnamIno1methvlV1 .3. 
5 thiazol-5-yl)methvnsulfanvl)phenoxv)acetate 

1 H (CDCy 400MHz 8 8.55(m. 1H), 8.50(m. 1H). 7.98(d, 2H, J=820 Hz), 7.71 (m. 1H), 7.65(m, 
2H). 7.24(m. 1H). 7.17(m. 1H), 7.10(m, 1H), 6.55(d, 1H. J=8.37 Hz), 4.58(s. 2H). 4.22(q 2H J=7 12 
Hz). 4.12(s. 2H). 3.77(s. 2H). 3.63(s. 2H). 2.64(br s. 1H). 2.21(s. 3H), 1.27(t. 3H. J=7.12 Hz). 

Ethyl (4-{[(4-ff4-(4.methoxvphenvn.1. p|perazinvnmethyl}.2-phenvl.1.3-thiazol-5- 
yl)methvl1sulfanyl). 2.methvlphenoxv)acetate 

1 H NMR (CDCI S ) 400MHz .87.88(m, 2H), 7.40(m, 3H), 7.25(d, 1H, J=2.39 Hz), 7.17(dd 1H 
J=8.37, 2.39 Hz). 6.89(d. 2H. J=9.06 Hz). 6.81(d, 2H. J=9.06 Hz), 6.58(d. 1H, J=8.37 Hz). 4.59(s 2H) 
4.32(S, 2H), 4.23(q, 2H, J=7.12 Hz), 3.74(s. 3H), 3.56(s, 2H), 3.06(m, 4H), 2.62(m, 4H). 2.24(s 3H) ' 
1.27(t.3H,J=7.12Hz), K ' } ' 

Ethyl 2-(4-(f(4-{f4-(4-methoxvphenvl).1 .piperazinvnmethyl)-2-phenvl-1,3-thiazo|.5- 
vl)methyl]sul fanvl>-2-methYlphenoxv) P rop a n na tP 

'H NMR (CDCI 3 ) 400MHz .87.88(m, 2H). 7.40(m, 3H), 7.25(d. 1H, J=2.39 Hz). 7.14(dd 1H 
J=8.37, 2.39 Hz). 6.89(d, 2H, J=9.40 Hz), 6.82(d, 2H, J=9.40 Hz), 6.57(d, 1H, J=8.37 Hz), 4.70(q, \h, 
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Ethyl {2-meth Y lwt. f (( 2 ^4-ltrifluorQmpfh y l | p h 0 » v ,| 
yt}methvnsul fanyl]phenoxY^ CB t a t 0 ~~ ~ 

M i 7 ^ (CDC,3)400MH26 7 ^(d.2H.J=8.20Hz) ( 7.65(d,2H.J=8.20H 2 ) 7 20(d 1H J-2 39 
1 H NMR (CDCIj) 300MHz 8 8.08(d. 2H, J=8.28 Hz), 7.75(d, 2H, J=8 28 Hz) 727.d 1H 

J=7.17 Hz), X Z21 *- "* 1 ' 57 < d - 3H ' Hz), 1.18(1. 3H, 

^^ 5^5^^ ' **** 
-<-U: 2 ^ 

gtMi4-r({4-ff4-(4.m e th n v y p henvl) . 1 . p i p pra ^ nv , ]ro ^ > , v 
thiazo|. 5.vl>methyl)sulfanYn ph B noxv) ace t a t P 

J-8.83 HZ), UW 2H . J=9 . 23 HZ), 8.83 W , 2H . 0=9.23 Hz), e^d. 2H. «.89 Hz), 4 70«,, ,H, 
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J=6.78 Hz), 4.33(s, 2H), 4.16(q, 2H, J=7.09 Hz). 3.75(s, 3H), 3.57(s. 2H), 3.08(m, 4H), 2.63(m, 4H), 
1 .60(d, 3H, J=6.78 Hz), 1 .24(t, 3H, J=7.09 Hz), 

Ethyl 2-(4- {[(4-{[4-(4-methoxvphenvl)-1 -piperazinyllmethyl)-2-phenyl-1 ,3-thiazol-5. 
yOmethvrisulfanyl)phenoxy)propanoate 

1 H NMR (CDCI s )400MH?.87.87(m, 2H), 7.39(m, 3H), 7.32(d, 2H, J=8.85 Hz), 6.87(d, 2H. 
J=9.06 Hz), 6.82(d, 2H, J=9.06 Hz), 6.77(d, 2H, J=8.85 Hz), 4.69(q, 1H, J=6.78 Hz), 4.31 (s, 2H). 
4.18(q, 2H, J=7.12 Hz), 3.75(s, 3H), 3.54(s, 2H). 3.08(m, 4H), 2.62(m, 4H), 1.59(d, 3H, J=6.78 Hz), 
1.20(t,3H,J=7.12Hz), 

Ethyl 2-{4-[({4-{[4-(3-methoxyphenvl)-1 -piperazinyl]methyD-2-r4-(trifluoromethyl)phenvn-1 .3- 
thiazol-5-yt}methyl)sulfanylI-2-methylphenoxy}-2-methvlpropanoate 

1 H NMR (CDCI 3 ) 400MHz 6 7.96(d, 2H, J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz), 7.21 (d. 1H, 
J=2.41 Hz), 7.13{t, 1H, J=8.10 Hz), 7.07(dd, 1H, J=8.45, 2.41 Hz). 6.53(m. 2H), 6.43(t 1H, J=2.24 
Hz). 6.38(dd. 1H. J=8.10. 2.24 Hz). 4.31(s. 2H), 4.18(q, 2H, J=7.16 Hz). 3.75(s. 3H). 3.55(s, 2H). 
3.16(t, 4H. J=4.83 Hz). 2.58(1, 4H. J=4.83 Hz). 2.17(s. 3H), 1.57(s. 6H), 122(t, 3H. J=7.16 Hz), 

Ethyl 2-f4-f({4-{r4-{4-fluo rophenvl)-1-piperazinvnmethyl)-2-r4-(trifluoromethvl)phenvn-1.3- 
th»azol-5-yl}methy[)sulfanyn-2-nriethylphenoxv)-2-methv)propanoate 

1 H NMR (CDCI,) 400MHz 6 7.96(d, 2H, J=8.28 Hz), 7.62(d, 2H. J=8.28 Hz), 7.21(d, 1H, 
J=2.41 Hz), 7.06(dd, 1H, J=8.45, 2.41 Hz), 6.91(m, 2H), 6.83(m, 2H). 6.53(d, 1H, J=8.45 Hz), 4.30(s, 
2H). 4.1 3(q, 2H, J=7.16 Hz), 3.55(s, 2H), 3.06ft 4H, J=4.66 Hz), 2.57(1. 4H. J=4.66 Hz), 2.1 5(s. 3H). 
1.55(s, 6H), 1.21(t, 3H. J=7.16 Hz), 

Ethyl 2^4-r({44r4-(3^eth oxvphenvl)-1- P iperazinvllmethy^2-r4-(trifluoromethvl)phenvn-1.3- 
thiazol-5-yl}methy[)sulfanyl]phenoxy}-2-methylpropanoate - - - *- 

1 H NMR (CDCy 400MHz 8 7.96(d. 2H, J=8.10 Hz), 7.63(d, 2H. J=8.10 Hz), 7.26(d, 2H, 
J=8.79 Hz), 7.14(t, 1H. J=8.28 Hz). 6.74(d. 2H, J=8.79 Hz). 6.51 (dd, 1H. J=8.28. 2.24 Hz). 6.43(t, 1H. 
J=2.24 Hz). 6.39(dd. 1H, J=8.28, 2.24 Hz). 4.31 (s. 2H). 4.16(q, 2H. J=7.07 Hz), 3.74(s. 3H). 3.54(s. 
2H), 3.17(1. 4H. J=4.66 Hz). 2.58(t. 4H. J=4.66 Hz). 1 .56(s. 6H). 1 .20(t. 3H. J=7.07 Hz). 

Ethyl 2-{4-f({4-ff4-(4-chlor ophenyl).1 -Diperazinvnmethyl}-2-F4-(trifluoromethvnphenvn-1 .3- 
thlazol-5-yl}methvl)sulfanyl]phenoxy}-2-methylpropanoate 

1 H NMR (CDCy 400MHz 8 7.96(d. 2H, J=8.10 Hz), 7.63(d. 2H, J=8.10 Hz), 7.27(d, 2H, 
J=8.79 Hz), 7.15(d, 2H. J=9.14 Hz), 6.80(d. 2H. J=9.14 Hz). 6.73(d. 2H. J=8.79 Hz), 4.30(s, 2H), 
4.17(q. 2H. J=7.16 Hz). 3.54(s, 2H). 3.12(t. 4H. J=4.74 Hz). 2.57(m. 4H). 1.55(s. 5H), 1.17(1. 3H 
J=7.16Hz). 

Ethyl 2-(4-f(f4-(r4-(4-acetvl phenyl)-1.piperazinvnmethyl}-2-f4-(trifluoromethvl)phenvl1-1.3. 
thiazol-5-yl}methyl)sulfanyI]phenoxy)-2-methylpropanoate 
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'H NMR (CDCW 400MHz 5 7.95(d, 2H, J=8.28 Hz), 7.83(d. 2H, J=9.14 Hz). 7 62(d 2H 
J-J28 Hz). 7.26(6, 2H. J=8.62 Hz). 6.82(d. 2H. J=9.14 Hz). 6.73(d. 2H. J=8.62 Hz) 4 29 s 2H) 

5 " 

Ethyl 2-{4-r({4-{r4-(4.methoxvDh e nYl }.l-piper a zinyl| m e thyl}.9. 
thlazo|.5-vl>methYl) S ..lf qn vn P henoy y > .2. m ethvl P r 0 Dan oa t B 

J-« 7 q u H ,T R (CDC ' a) 40 ° MH2 5 7 96(d ' 2Hl J=8 - 28 H2) ' 7JB < d ' 2H « J=8 28 7-26(d. 2H 
m } ' 6 87(d ' 2H> J=914 6 81(d ' 2H ' J=9 " 14 8.78(d. 1H. J=8.79 Hz) 4 32(s 2H 

yl)methvl1smfanvlV2-methv»phpn o XV ).2. met h v |p rnp a n» ; J ^ — 

JH NMR (CDCI 3 ) 400MHz 6 7.84(m. 2H). 7.20(d. 1H. J=2.20 Hz). 7.07(m, 3H). 6.87(d 2H 

3 75 s 3^ ^ ' £ J=9 - 16 "* 6 54(dl 1H ' J=8 - 42 H2) ' 2H >" ^. ^,4 i) 

3.75(3, 3H). 3.54(s. 2H). 3.07(t. 4H. J=4.76 Hz). 2.61(br 3. 4H). 2,5(3. 3H). 1.54( S . 6H). 1.21MH. 

yqmethyl} SU |f a nyI).2wnethvl D h e n P xv1.2-m e th v l pr np ln^r ■ f — 

'H NMR (CDCW 400MHz 6 7.85(m. 2H). 7.20(d. 1H. J=2.38 ). 7.14(1. 1H J=824Hz) 707/m 
3H). 6.53(m. 2H). 6.44(t. 1H. J=2.29 Hz). 6.39(dd. 1H. J==8.08, 2.38 Hz 4 29( S 2H) 4 9,a L 



20 



25 



EthyU^5-({r4-(2^hoxv.1,1^i me thv|.2^vn C fh»v y) . 3 . methv , Dhem/ . i su , fam 
fluoro P henyl).1,3-thia 2 o|.4- v nme t hy l} .i. plpera2 , fieearbo)CY , ate ~* 

35 1 H NMR (CDCy 400MHz 8 7.82(m. 2H). 7.18(d. 1H. J=2.38 Hz). 7.06(m 3H) 6 53fd 1H 
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1 H NMR (CDCI 3 ) 400MHz 5 7.96(d. 2H, J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz), 7.21 (d, 1 H 
J-2.24 Hz), 7.07(dd, 1H, J=8.45, 2.24 Hz), 6.86(d, 2H, J=9.14 Hz), 6.80(d, 2H, J=9.14 Hz) 6 53(d 
1H, J=8.45 Hz). 4.31(s, 2H), 4.17(q, 2H, J=7.16 Hz). 3.72{s. 3H), 3.55(s. 2H). 3.05(1. 4H. jU.66 Hz) 
2.59(t. 4H, J=4.66 Hz), 2.16(s. 3H). 1.55(s. 6H). 1.20(t, 3H, J=7.16 Hz), 

Ethyl 2H4.f({4^4^4.acetylphenvl).1.piDera2ln v nmethv)>.2.f4.ftrifluor 0 methvnDh e nYn.i ^. 
thiazo).S-v»methYl)sulf a n yn.2.methvlphenoxv).2-methvlpropanoate 

1 H NMR (CDCI 3 ) 400MHz 6 7.95(d, 2H, J=8.10 Hz), 7.82(d. 2H, J=8.97 Hz). 7.62(d 2H 
J=8.10 Hz), 7.19(d,1H, J=2.41 Hz). 7.06(dd. 1H, J=8.45. 2.41 Hz), 6.82(d, 2H, J=8.97 Hz) 6 52(d 
1H, J=8.45 Hz), 4.27(s, 2H). 4.16(q, 2H. J=7.07 Hz). 3.53(s. 2H). 3.29(t. 4H, J-v.66 Hz). 2.54(t 4H 
J=4.66 Hz), 2.47(s, 3H). 2.14(s. 3H). 1.55(s. 6H). 1.18(t. 3H, J=7.07 Hz). ' ' 

Ethyl 2-{4-r({4H(4^cetvl.1 -piperazinvl)methvn - 2 Wtrifluoromethyl)phenvn-1 .S-thiazoLS. 
yl}nriethyl)sul fanvn-2-methvlphenoxvtero P anoati. 

'H NMR (CDCI 3 ) 300MHz 6 8.00(d, 2H. J=8.23 Hz). 7.68(d. 2H, J=8.23 Hz), 7.27(d 1H 
J=2.39 Hz), 7.14(dd. 1H. J=8.23, 2.39 Hz), 6.59(d, 1H, J=8.23 Hz), 4.73(q, 1H, J=6.72 Hz) 4 30(s 
2H), 4.20(q, 2H. J=7.17 Hz). 3.65(t, 2H. J=4.65 Hz), 3.54(s, 2H), 3.45(t, 2H, J=4.65Hz). 2.48(t 4H* 
J=4.65 Hz). 2.26(s. 3H). 2.09(s. 3H). 1.65(d. 3H. J=6.72 Hz), 1.25(dd. 3H. J=7.17 Hz). 

2.Meth y |.2^4.r({4^4.(phenoxvcarbo^ 

1 ,3-thlazol-5. vl)methvnsulfanvnphenoxv)propanoic acid 

'H NMR (CDCI 3 ) 400MHz 5 7.95(d. 2H. J=8.28 Hz). 7.65(d. 2H, J=8.28 Hz), 7.33(m 2H) 
7.26(d. 2H. J=8.79 Hz), 7.17(t, 1H, J=7.59 Hz), 7.06(d, 2H, J=7.59 Hz), 6.74(d. 2H, J=8.79 Hz) 
4.32(s. 2H), 4.18(q, 2H, J=7.07 Hz), 3.61(m, 6H), 2.51(brs. 4H). 1.57(s. 6H). 1^0(t, 3H. J=7.07 Hz), 

tert-Butyl4-({5-({r4-(2-ethoxv.1.1.diinethvl.2 K)xoethoxv)Dhenynsulfanvl>methvl).2.r4- 
(trifluoromethvl)phenvll-1.3 -thiazol-4-vnmethvl).1.pi D erazinecarboxvlate 

'H NMR (CDCI 3 ) 400MHz 6 7.94(d. 2H. J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz), 7 ^4(d 2H 
J=8.79 Hz), 6.72(d. 2H. J=8.79 Hz), 4.29(s. 2H), 4.18(q, 2H, J=7.07 Hz), 3.44(m, 6H), 2.43(br s 4H) 
1.56(s. 6H). 1.42(s. 9H). 1.1 9(t. 3H, J=7.07 Hz), 

Ethyl 2-methy|.2H4.r({Hf4^2.pvrazinyn.1.Di De r a zi nylImethvlV244-ftrif| U oromethviy hPny n. i ^. 
thiazo)-5-yl}methyl)sulfanyl]phenoxy}propanoate 

'H NMR (CDCy 400MHz 5 8.12(s. 1H), 8.04(s, 1H), 7.94(d, 2H, J=8.28 Hz), 7.83(s, 1H) 
7.65(d. 2H. J=8.28 Hz). 7.26(d. 2H. J=8.79 Hz). 6.73(d, 2H, J=8.79 Hz), 4.32(s, 2H). 4 17(q 2H ' 
J=7.07 Hz). 3.62(m. 6H). 2.64(br s. 4H). 1 .56(s. 6H). 1 .1 8(t. 3H. J=7.07 Hz). ' 

Ethyl 2-{4-f({4-{r4.(2-methoxyphenvn-1. D ( pe r ag l nyl] me thvl>.2-r4-/trifluoromethv>) P h e n V i7. .« 3 . 
thlazol-S-yl>m ethvl)sulfanvnphenoxY).2^ethvlpropanoate 

1 H NMR (CDCI 3 ) 400MHz 8 7.96(d. 2H. J=8.28 Hz). 7.64(d. 2H. J=8.28 Hz). 7.27(d. 2H 
J=8.97 Hz). 6.98(m. 1 H), 6.90(m. 2H). 6.83(m, 1H). 6.73(d. 2H. J=8.97 Hz). 4.35(s, 2H), 4.17( q ' 2H 
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£7.07 Hz), 3.83(s, 3H), 3.60(s. 2H), 3.11(brs, 4H). 2.72(br s, 4H), 1.58(s, 6H), 1.18ft, 3H, J=7.07 

ifrrfluor 0 methvl)phen V n.1.3.fhi ay o u^^^ 

'H NMR (CDCy 400MHz 6 7.90(d. 2H, J=8.28 Hz), 7.58(d, 2H, J=8.28 Hz), 7.16(d 1H 
J=2.24 Hz). 7.08(dd, 1H, J=8.45, 2.24 Hz), 6.52(d, 1H, J=8.45 Hz), 4.56(s 2H) 420(s 2H) 3 70fe 
3H). 3.44(3. 2H), 3.36(t. 4H, J=4.48 Hz). 2.32(br s. 4H). 2,7(s, 3H). 1 38^3 9H) 

thlazol-5.vl>m ethvl)sutfanyl] P henoxv>Dro p a n 0a te ' ,V V] f 

'H NMR (CDCI,) 300MHz 5 8.28(d. 2H. J=6.37 Hz), 8.02(d. 2H. J=8.23 Hz), 7.69(d 2H 

1H, J-8.49 Hz), 4.73(q. 1H, J=6.72 Hz). 4.32(s, 2H), 4.20(q, 2H, J=7.08 Hz) 3 59fe 2H> 3 au 
J=5.04 Hz), 2.58(, 4H. J=5.04 Hz). 2.26(, 3H). 1.65(d. £ £ ^f^JJ 4H * 

th, a zol-5-yl)methvl)sulfanvn.2^ e th Y . ph enoxv> D roD a n 0a J~^ /;P Y ' 1 ' 3 

1 HNMR(CDCI 3 )400MHz.67.99(d,2H,J=8.20Hz),7.66(d l 2H l J=8.20Hz) 7 23(d 1H J-239 
Hz). 7.13(dd. 1H. J=8.37, 2.39 Hz), 6.89(d, 2H, J=9.23 Hz). 6.83 d. 2H J-9.23 Hz) ^ h 
J=8.37 Hz). 4.70(c, 1H. J=6.84 Hz). 4.34(s. 2H), 4.17(q, 2H. J=7 18 Hz 3 76(s 3H) 3 2n 
3-09 (m . 4H), 2.63(m, 4H). 2.24(s. 3H), 1.52(d. 3H, J M Hz), 1.21ft. 3H, ^18 ^ 
TLC(30% EtOAc/Hexanes)= 0.29 

thiazol-S-y^methvOsulfanvn^^^h yiphenoxvlp ropan^r^ " P Y ' f - 

1 H NMR (CDCI 3 ) 300MHz 6 8.03(d. 2H. J=8.28 Hz). 7.69(d. 2H, J=8.2B Hz) 7 27(d 1H 
J*21 Hz). 7.17(dd. 1H. J=8.28, 2.21 Hz). 6.86(m, 3H). 6.61(d. 1H. J=8 28 Hz) 4 73fo 1H ' J-6 71 

22 (f3H)' 2H) ' "* ^ ™ 

^/(S, an/, 1.65(<j, 3H, J=6.71 Hz), 1.26ft 3H, J=7.17 Hz), 

Ethyl ^2.meth y M.f fWf 4^ 

(t"«uoromethy.)phenvn.1. 3 ^^ ' 

1 H NMR (CD 3 OD) 400MHz 8 7.97(d, 2H. J=8.24 Hz), 7.63(d. 2H. J=8 24 Hz) 719fs 1H1 
7.10(dd. 1H, J=8.42, 2.20 Hz), 7.03(d, 2H. J-9.18 Hz), 6.85(d. 2H. J=9.16 Hz) 6 57(d « 
Hz) 4.73 (q . 1 H, J=6.78 Hz). 4.27(s, 2H). 4.07(m. 2H). 3.41(1, 2H 3.03(br s L) 2 48 br s 4H, 
2.13(s, 3H). 1.51(d. 3H. J=6.78 Hz). 1.11ft. 3H. J=7.14 Hz). ' ' ^ 

Ethyl 2 W(f4-(f4.(4-ethoxvDh e ny ^ 1 . P i Pera2?ny , 1 me th 1V2 . r4 ^ trif , 
thiazo|.5.y. } methy.) S u.fa 0 yj I j : Sg^ met WPh*ny'1-1 > 
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1 H NMR (CD 3 OD) 400MHz 6 8.01(d, 2H, J=8.28 Hz), 7.70(d, 2H, J=8.28 Hz), 7.21(d, 1H, 
J=224 Hz), 7.1 1 (dd, 1H, J=8.45, 2.24 Hz), 6.86(d, 2H, J=9.14 Hz), 6.76(d, 2H, J=9.14 Hz) 6 61 (d 
1H, J=8.45 Hz). 4.77(q, 1H, J=6.72 Hz), 4.29(s, 2H). 4.10(q, 2H, J=7.16 Hz), 3.91(q, 2H, J=6 98 Hz) 
3.40(s, 2H), 2.96(t. 4H, J=4.83 Hz), 2.50(t. 4H, J=4.83 Hz). 2.14(s, 3H), 1.52(d, 3H. J=6.72 Hz) 1.30ft 
3H,J=6.98Hz),1.14(t,3H.J=7.16Hz), ' 

Ethyl2-{2-methvl-4-r({4-{f4-(4-propox yphenvl)-1.DiperazinvnmethY[}.2-f4. 
ltrifl U oromethyl)phenvn-1.3-t hiazol-5-vl>m e thv|)sulfanvnDhenoxv>proDanoate 

1 H NMR (CD s OD) 400MHz 5 7.96(d. 2H, J=8.10 Hz). 7.63(d, 2H. J=8.10 Hz), 7.18(s 1H) 
7.09(d, 1H. J=8.45 Hz). 6.81(d. 2H. J=8.97 Hz), 6.73(d. 2H. J=8.97 Hz). 6.56(d. 1H. J=8.45 Hz) 
4.71 (q. 1H, J=6.47 Hz). 4.25(s. 2H), 4.06(q. 2H. J=7.07 Hz). 3.76(t. 2H. J=7.41 Hz). 3 39(s 2H) 
2.92(brs, 4H). 2.48(brs, 4H). 2.12(s. 3H). 1.67(m. 2H). 1.49(d. 3H. J=6.47 Hz). 1.11(t 3H J=7 07 
Hz). 0.94(1. 3H.J=7.41 Hz). ' ' 

Ethyl 2-f4-f({4-{[4-(4-/ S opr OP oxyphe n vn-1 -Diperaz i nynmethv^^-ltrifluoromethvDDhenyn.i 3. 
thiazol-5-yl>m ethyl)sulfanvll-2-methvlphenoxv)propanoate — ~ 

1 H NMR (CD 3 OD) 400MHz 8 7.96(d. 2H. J=8.28 Hz). 7.64(d. 2H. J=8.28 Hz). 7.18(d 1H 
J=2.24 Hz). 7.09(dd. 1H. J=8.45. 2.24 Hz). 6.81(d. 2H, J=9.14 Hz), 6.73(d, 2H. J=9.14 Hz) 6 57(d 
1 H, J-8.45 Hz). 4.71 (q. 1 H. J=6.78 Hz). 4.36{m. 1 H). 4.24(s. 2H). 4.06(q. 2H. J=7.1 6 Hz). 3 39(s 2H) 
2.92(t. 4H. J=4.57 Hz). 2.47(t. 4H. J=4.57 Hz). 2.11(s. 3H), 1.48(d. 3H. J=6.78 Hz). 1.19(d. 6H J=6 21 
Hz).1.11(t,3H,J=7.16Hz), 

Ethyl 4-({5-({f4-(2-ethoxv.1,1.dimethvl-2.oxo ethoxv)phenvnsulfanvnmethYl).2^4. 
(trifluoromethyl)phenylM.3-thi azoM.vl>m e th y l).l. P iperaz{necarb oy Y '"^ 

1 H NMR (CDCI 3 ) 400MHz 6 7.94(d, 2H, J=8.28 Hz). 7.63(d. 2H. J=8.28 Hz), 7.24(m 2H) 
• 6.72(d ; 2H. J=8.79 Hz). 4.30(s. 2H). 4.18(q, 2H. J=7.07 Hz). 4.10(q. 2H. J=7.13 Hz). 3.49(m 6H)' 
2.46(brs.4H).1.58(s.6H).1.21(m.6H). 

Ethyl 4-({5-(ff4-(2.methoxv.2.o X oethoxv1.3. methvlphenvnsulfanvl>niethvt).2.[4. 
(trifluoromethyl)phenvn-1.3-t hiazoM.vllmethy|)-l.p|perazineearb 0 xY iat a 

1 H NMR (CDCy 400MHz 8 7.95(d. 2H. J=8.10 Hz). 7.64(d. 2H. J=8.10 Hz). 7.20(d 1H 
J=2.21 Hz). 7.13(dd. 1H. J=8.45. 2.21 Hz). 6.57(d. 1H. J=8.45 Hz). 4.62(s. 2H). 4.30(s. 2H). 4 10(q 
2H. J=7.16 Hz). 3.77(s, 3H), 3.49(m. 6H). 2.45(br s. 4H). 2.21(s. 3H), 1.23(t. 3H. J=7.16 Hz), 

Methyl {4-r((4-{r4-(3-methoxyphenvl).1.pi P erazinvnm ethvlV2.r4^trifluoromethv»phenvn. l 3. 
thiazo|.S-vl)m ethyl)sulfanvl1-2.methvlphenoxv)acetate ^~ 2- 

'H NMR (CDCI,) 400MHz 6 7.97(d. 2H, J=8.28 Hz), 7.64(d. 2H. J=8.28 Hz). 7.21 (d, 1H 

J=2.24 Hz), 7.14(m, 2H), 6.57(d. 1H, J=8.45 Hz). 6.49(dd. 1H. J=8.10. 2^0 Hz). 6.40(s, 2H) 4 60fs 

2H).4.33(s,2H).3.76(s.6H).3.59( S .2H).3.21(brs,4H).2.68(brs,4H),2.21( S .3H). ' 
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7 T e th yl{4 ' fff ^ 

thiazol-5-yl}methyl)sulfanvn.2. methvlphenoxY} a r.Pt a t«> Y ' ' 

<HNMR(CDCI,)400MHz8 7.93(d,2H. J=8.28 Hz), 7.82(d. 2H. J=8.97 Hz). 761(d 2H 
^™ T^' ^ 2 4 HZ) " 7 - 13(dd ' 1H J=845 - 2 24 * >M7 Hz 6.55(d, 

7 ™ 'IT (CDC ' S) 4 ° 0MHZ 6 7 ' 97(d> 2H> J=8 - 1 ° 765 < d ' 2H ' J=8 - 10 ^ 7.21(m. 1H). 
7.15(dd. 1H. J=8.45.2.07Hz),6.98(brs, 1H). 6.89(m. 2H), 6.83(d, 1H. J=7.41 Hz) 6 57(d 1H J-845 

2HX 4 35(s ' 2HX 3 - 83(Si 3H) - 375(s ' 3H) ' 361(S - 2H >- ^ * 

Methyl (2^ethyU^4 W ^ 

thtazol.5-v)>met hvl)sulfanvn ph e noxvtecet a te y/pnenyqi t 3 

1 H NMR (CDCy 400MHz 6 8.07(s. 1H), 7.99(m. 1H). 7.94(d, 2H, J=8.10 Hz), 7 77(d 1H 
=2 59 Hz), 7.60(d, 2H, J=8.10 Hz). 720(6, 1H, J=2.24Hz), 7.12(dd, 1H, J=8.45, 2.24 Hz) 6 54(d 1H 
J-8.45 Hz), 4.58(3. 2H). 4.26(s. 2H). 3.73(s, 3H). 3.52(m. 6H), 2.52(t. 4H. J=4.83 Hz). woS^ 

Ethyl (^r(4W4^ethoxvphenyt).1. P | P erazinvnm.th Y , >. 2 . phenvl . 1 , 3 . thlayo ,.« ; . 
yl)methvnsul fanyn-2-methvlphenoxy) aeeiati» ~ 

,HNM R(CDCI s )400MHz.67.88( m ,2H),7.40(m,3H).7.25(d.1H,J=2.39Hz),7.^^ 1H 
J=8 37, 2.39 Hz). 6.89(d. 2H, J=9.06 Hz), 6.81(d, 2H. J=9.06 Hz). 6.58(d. 1H. J=8 37 Hz) 4 59(s 2H> 

1 H NMR (CDCI 3 ) 400MHz.67.88(m, 2H). 7.40(m. 3H), 7.25(d. 1H, J=Z39 Hz) 7 14(dd 1H 
J=8.37. 2.39 Hz), 6.89(d, 2H. J=9.40 Hz), 6.82(d, 2H. J=9.40 Hz), 6.57(d 1H. J=8 37 ) A7^\ 
J-6.84 Hz), 4.32(8, 2H). 4.17(q, 2H. J=7.18 Hz). 3.76(s, 3H), 3.56(3, 2H) 3 08(m 4ml 63 ( m 4H 
2.23(m,3H).1.61(d.3H.J=6.84Hz).125(t,3H.J=7.18Hz). ' * 

Ethyl 2^r(4Wmethoxyphen yl ).1.pi p P ^ 

yl)methyn5ulfa nyl)phenoxv).2.methvlDro pan Qa f C 

'H NMR (CDCW 400MHz § 7.87(m. 2H), 7.40(m. 3H), 7.28(d, 2H. J=8.89 Hz). 6.89(d 2H 
J=9.23 Hz), 6.82(d. 2H, J=9.23 Hz), 6.75(d. 2H, J=8.89 Hz). 4.33(s. 2H), 4 19(q 2H =7 18 Hzf 
3.76(s. 3H).3.56(s,2H).3.09( b rs,4H),2.65(brs.4H), 1.5 J^lA^e^ ^ 
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Ethyl 2-J4-M44 f4-(2.m«> thoxy P henvl)-1 .piperazlnvllmethy . 
thiazol-5.y|>methvnsulf a n y0.2.methvl P h 6 noxy)propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.03(d. 2H. J=8.28 Hz). 7.69(d. 2H. J=8.28 Hz) 7 28(d 1H 

hS^?' IuT^uT 28, H2) ' 7 • 00(m • 3H) ' 688(d ' 1H ' J=7J3 Hz >« 1H;j=8*.28 
Hz . 4.74(q, 1H. J=6.81 Hz). 4.39(s. 2H). 4.21(q. 2H. J=7.17 Hz). 3.89(s. 3H). 3.63(s. 2H) 3 12(br s 

4H). 2.72(br s. 4H). 2.27(s. 3H). 1.65(d. 3H. J=6.81 Hz). 1.26(t. 3H. J=7.17 Hz). 

Ethyl2.f2.methYM.( {f 2.f4Ktriflu 0 romethvnDh C n V n^(^ 

pjperazlnyl}methv0.1.3.thiazo|.S.vn methvn su |f a n V nnhenoxv1proDano a te 

'H NMR (CDCW 300MHz 8 8.03(d. 2H. J=8.28 Hz). 7.70(d. 2H. J=8.28 Hz). 7 36(t. 1H 

£!' 7 " 29(d * 1H ' J=2,21 H2) ' 7 ' 13(m ' 4H) ' 661 < d ' 1H ' J=8 ' 28 Hz ). 4-74(q. 1H. J=6.90 Hz) 
4.36 s. 2H). 4.18(q. 2H. J=7.08 Hz). 3.62(s. 2H). 3.26(t, 4H. J-4.83 Hz). 2.65( 4H. J=4 83 Hz) 
2-26(s. 3H). 1.65(d. 3H. J=6.90 Hz). 1.27(1. 3H. J=7.08 Hz). * 

Ethyl 2^ethyl^«4-({442K>xo.2^1^^ 
i^"°romethvl) P henvl1.1,3-th;az 0 I. 5 ^|)^^^ 

1 H NMR (CDCy 300MHz 8 7.96(d. 2H. J=8.28 Hz). 7.63(d. 2H. J=8.28 Hz). 720(d 1H 
J=2.21 Hz). 7.10(dd. 1H, J=8.28. 2.21 Hz). 6.56(d. 1H. J=8.28 Hz). 4.69(q, 1H. J=6.71 Hz) 4 30(s 

1 H NMR (CDCI 3 ) 300MHz 8 8.31(d, 2H. J=4.69 Hz), 8.01(d. 2H. J=8.28 Hz) 7 68(d 2H 
J=8.28 Hz). 7.27(d. 1H. J=2.21 Hz), 7.16(dd. 1H. J=8.28, 2.21 Hz). 6.60(d. 1H. J=8 28 Hz) 6 48ft 1H 
J=4.69 Hz). 4.74ft. 1H. J=6.71 Hz). 4.35(s. 2H), 4_20(q. 2H, J=7.08 Hz) 3.85( 4H J=4 97 Hz) 
3.57(8. 2H). 2.54(t. 4H. J=4.97 Hz). 2.24(s. 3H). 1.64(d. 3H. J=6.71 Hz). 1.24(^7.08 Hz). 

Ethyl *V>yty«^ 

th.azol.S.viymet hyDsulfanvn phe noxvlprooanoate UE 

1 H NMR (CDCy 300MHz 8 8.14(m. 1H). 8.06(m. 1H), 8.01(d, 2H. J=8.28 Hz) 7 85(d 1H 

m '^J f^f ■ J=8 - 28 H2)> 1H> J - 2 * H2) ' 7 - 15 < dd ' 1H ' J=8 28 - 2-21 HZ). .59 ( d 

H «?u o Z) " , 1 J=6 ?1 4 33(S ' 2H) " 2H ' J=7 - 17 Hz >. ^ 6H). 2.58(t 4H 

J=4-83Hz).2.25(s.3H).1.64(d.3H,J=6.71Hz),125(t.3H.J=7.17Hz). 

E^E-methyl^^ ^ 

piperazinyDmethyD-l^-thiazol-S-y f lmethyDsulfanvU ph gnoxylpropanoate 

1 H NMR (CDCI 3 ) 300MHz 8 8.03(d. 2H. J=8.28 Hz). 7.70(d. 2H. J=8.28 Hz). 7.51(d 2H 
J=8.55 Hz). 7.28(d, 1H, J=2.21 Hz), 7.18(dd, 1H. J=8.28, 2.21 Hz), 6.94(d, 2H, J=8.55 Hz) 6 61(d 

J=4.55 Hz), 2.66(t, 4H. J=4.55 Hz), 2.27(s, 3H), 1.66(d, 3H, J=6.71 Hz). 1.26(1, 3H. J=7 17 Hz 
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gthyl2^4.r({4-f(4- a c e tvl.1.pipe ra zinv»methv ll.2.r4^trifl UO r 0 methvl)Dhenvn.1 r 3.fhi a rr>i.« ; . 
yl)methvl)sul fanvn-2-lsopropylphenoxY)propanoate ~ 

1 H NMR (CDCI3) 400MHz 5 7.94(d, 2H, J=8.10 Hz), 7.64(d, 2H. J=8.10 Hz), 7 17(d 1H 
5 J=2.24 Hz), 7.11(dd, 1H, J=8.45, 2.24 Hz), 6.54(d, 1H, J=8.45 Hz), 4.72(q, 1H, J=6 78 Hz) 4 23(s 

TLVtS' J=7 ' 13 H2) ' 3 59(S ' 2H) * 3 42(br S ' 4H) ' 3 - 3 °( m ' 1 H >' 2 - 42 ( br s ' 4H), 2.04 ( ; 3H), ' 
1.59(d,3H,J=6.78Hz),1.17(m,9H), 

10 Ihia zol-S-yllmethyDsulfanvn^-isopropvlphenoxY^p ropanr,^, 

1 H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.28 Hz), 7.64(d, 2H, J=8.28 Hz). 720(d 1H 
^ 2 ' 24 c H f D ) 'J■ 13(dd, 1H ' J=8 ' 45, 2 24 6 92(m ' 2H) ' 6 83(m - 2H >' 6 55 ( d - 1H . J =8.45 Hz'). 4.71(q. 
2.59(brs,4H),1.59(d,3H,J=6.78Hz),1.15(m,9H), 



15 



20 



25 



^hyl2^ S opropyM. r ({4^ 

yl)methvl)5ulfanvnphenoxv}p r 0pa nf> a to — 

1 H NMR (CDCI3) 400MHz 5 7.95(d, 2H, J=8.28 Hz). 7.63(d, 2H, J=8.28 Hz) 7 19(d 1H 
J=2.24 Hz), 7.12(dd, 1H, J=8.45, 2.24 Hz), 6.55(d. 1H, J=8.45 Hz), 4.7l(q. 1H, J=6.78 Hz) 4 26(s 

2 ul' "I?" 1*™ HZ)> 3 - 67(m> 4H) ' 3 - 41(Sl 2H) ' 3 - 30(m ' 1H) ' 2 - 42 < br s ' 4H >- 3H, J=6.78 

HZ;, 1.1 6(m, 9H), 

Ethyl 2-f24nethyU.f({4^.piperazi^ 

yl}methyl)sulfanyl]phenoxy}propanoate 

1 H NMR (CDCI S ) 300MHz 5 8.01(d, 2H, J=8.23 Hz), 7.67(d, 2H, J=8.23 Hz), 7 27(d 1H 
J=2.39 Hz), 7.15(dd. 1H, J=8.23, 2.39 Hz). 6.59(d. 1H, J=8.23 Hz). 4.73(q, 1H. J=6.64 Hz) 4 34fe 
2H). 4.20(q. 2H. J=7.08 Hz). 3.52(s. 2H). 2.91ft 4H. J=4.91 Hz). 2.46( m 4H). 2.33(brs^1H) 226(s 
3H),1.64(d.3H.J=6.64Hz).1.25(t.3H,J=7.08Hz), 2.26(s, 

ferf-Butyl4^f[4^thoxy^^ 

(tnfluoro m eth y i)phenyl1.1.3.thi a20 M. y i) me thvl).1^i P er a2 inL a rhnv^ U - L ~ 

1 H NMR (CDCI3) 300MHz 5 8.01(d. 2H, J=8.23 Hz), 7.68(d, 2H. J=8.23 Hz) 7 27(d 1H 
J=2.39 Hz), 7.15(dd. 1H, J=8.49, 2.39 Hz), 6.60(d. 1H. J=8.49 Hz), 4.74(q, 1H, J=6.72 Hz) 4 33fs 
2H), 4.22(q. 2H. J=7.08 Hz). 3.54(s. 2H). 3.46(m, 4H), 2.44(m, 4H). 2.27(s, 3H), 1.65(d, 3H. J=6 72 
Hz) > 1.48(s,9H),1.26(t,3H,J=7.08Hz), 

Ethyl 2^.[( 1 4^4.chlorophen V l).1. P iperazinvnm e thvl V 2.f4.(trifl UO rom e thy l )ph.n 
^■azol-S-yDmethyDsulfanvn^-m ethylphenoxvlp ropanoato 

1 H NMR (CDCy 300MHz 5 8.03(d. 2H. J=8.23 Hz), 7.70(d. 2H. J=8.23 Hz). 7 22(m 4H1 
6.86(d, 2H. J=9.03 Hz). 6.61(d, 1H. J=8.49 Hz), 4.73(q. 1H. J=6.81 Hz). 4.36(s, 2H). 4.18(q. 2H. 
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J=7.08 Hz), 3.61(5, 2H), 3.1 7(m, 4H). 2.64(m, 4H), 2.27(s. 3H), 1.65(d, 3H, J=6 84 Hz) 1 27(t 3H 
J=7.08Hz), ' 

E th y i2^4-r({4^3,5^imethvl-1.plperaz!nvnm e thvn-2-f4-(trinuoromethvn P henyn.1,3-thiazol.S. 
yl}methvHs utfanvn-2-methylphenoxv)propanoate 

1 H NMR (CDCy 300MHz 6 8.01 (d, 2H, J=823 Hz), 7.68(d, 2H, J=8.23 Hz), 7.27(d, 1 H, 
J=2.39 Hz), 7.15(dd, 1H, J=8.49. 2.39 Hz), 6.60(d, 1H, J=8.49 Hz), 4.74(q, 1H, J=6.72 Hz) 4 35(s 
2H), 4.21(q, 2H, J=7.08 Hz), 3.53(s, 2H), 2.96(m. 2H), 2.78(m, 2H), 2.26(s, 3H), 1.73(m, 2H) 1 65(d 
3H, J=6J2 Hz), 1.26(t, 3H, J=7.08 Hz), 1.09(d, 6H, J=6.37 Hz), 



Ethyl2^4^({4^r4W4-fIuorophenvlV1 .piperazinvllmethvl>.2--r4-ftrifluoromethvnDh6nY l ].i a. 
thiazol-5-vl>m ethv»sulfanvn-2-methvlphenoxv>propanoate 

1 H NMR (CDCI S ) 300MHz 8 8.03(d, 2H. J=8.49 Hz), 7."70(d, 2H, J=8.49 Hz), 7.28(d. 1H, 
J=2.39 Hz), 7.18(dd, 1H. J=8.23, 2.39 Hz), 6.94(m, 4H), 6.62(d, 1H. J=8.23 Hz). 4.74(q, 1H* J=6 72 
15 • Hz), 4.37(s, 2H), 4.21 (q, 2H, J=7.08 Hz), 3.63(s, 2H), 3.14(t, 4H, J=4.51 Hz), 2.67(t. 4H J=4 51 Hz) 
2.28(s, 3H), 1.65(d. 3H, J=6.72 Hz), 1^6(t, 3H, J=7.08 Hz), 

Ethyl 2^(f4^r4-(4^cetylphenvn-1^i perazinvnmethvlV2^4-<trifluoromethvnphenvl].1.3- 
thiazo»-5-yl}methvl)sulfanyl]-2-methylphenoxv}propanoate " 

1 H NMR (CDCI 3 ) 300MHz 8 8.02(d, 2H, J=8.23 Hz), 7.89(d, 2H, J=8.76 Hz), 7.69(d 2H 
J=8.23Hz),7.28(brs, 1H),7.17(dd, 1H. J=823.2.39 Hz). 6.88(d, 2H, J=8.76 Hz), 6.S0Q, 1H J=8.23 
Hz), 4.73(q. 1 H. J=6.81 Hz). 4.34(s. 2H), 4.18(q, 2H. J=7.17 Hz). 3.60(s. 2H). 3.37(m, 4H). 2 63(m 
4H), 2.54(s. 3H), 2.26(s. 3H), 1.65(d. 3H, J=6.81 Hz). 1 .27(1, 3H, J=7.17 Hz), 



Ethyl ^{5^{r4^2^thoxy.1^ethvl-2 K>xoethoxv)-3-methylphenvnsulfanvl}methvn.2-f4- 
(trjfluoromethyl)phenyl1-1,3-thiazol-4.vl}methvl)-1-piperazinecarboxY lat e 

1 H NMR (CDCI 3 ) 300MHz 8 8.00(d. 2H. J=8.23 Hz). 7.68(d. 2H. J=8.23 Hz), 7 .27(d, 1H, 
J=2.39 Hz). 7.14(dd. 1H, J=8.23, 2.39 Hz). 6.60(d. 1H. J=8.23 Hz). 4.73(q, 1H, J=6.81 Hz) 4 31(s 
2H), 4.18(m, 4H), 3.50(m, 6H). 2.44(m, 4H), 2.26(s. 3H), 1.65(d, 3H. J=6.81 Hz), 1.26(m, 6H), 

Ethyl 2^24nethvM.f({4-(4-morpholin ylmethyn-2-r4^trmuoromethyl)phenvn-1.3-thiazol-5. 
yl}methyl)sulfany[1pherioxy)propanoate 

1 H NMR (CDCI 3 ) 300MHz 5 8.01 (d, 2H. J=8.23 Hz). 7.68(d. 2H, J=8.23 Hz), 7.27(d. 1 H, 
J=2.39 Hz). 7.16(dd. 1H, J=8.49, 2.39 Hz), 6.60(d, 1H. J=8.49 Hz). 4.73(q. 1H. J=6.72 Hz), 4 34(s 
2H), 4.21(q, 2H, J=7.08 Hz), 3.73(t. 4H, J=4.51 Hz), 3.54(s, 2H), 2.49(t, 4H, J=4.51 Hz). 2.26(s, 3H) 
1.65(d,3H,J=6.72Hz), 1.26(t,3H,J=7.08Hz), 

Ethyl 2^4.[({4H[4-(3^etho X vphenvl).1. p i pe razinvl1methy l).2 .[4^triflu 0 romethvn P henvH : i A . 
thiazol-5-yi}m ethvl)sulfanvl]-2-methvlDhenoxy}propanoate 

40 'H NMR (CDCI3) 300MHz 8 8.04(d, 2H. j=8.23 Hz). 7.70(d. 2H, J=8.23 Hz), 728(m. 1 H ) 

7.18(m, 2H). 6.62(d, 1H. J=8.23 Hz). 6.56(dd. 1H. J=823, 2.39 Hz), 6.50(t, 1H, J=2.26 Hz). 6.45(dd, 
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1H, J=8.23, 2.39 Hz), 4.74(q. 1H. J=6.81 Hz). 4.37(s. 2H), 4.21 (q, 2H, J=7.08 Hz), 3.82(s. 3H), 3.61 0 
2H), 3.22(t, 4H, J=4.65 Hz), 2.65(1, 4H. J=4.65 Hz), 2.28(s, 3H), 1.66(d, 3H. J=6.81 Hz), 1 26(t 3H 
J=7.08Hz), 

Ethyl 2-{4-f ({4-f(4-acetvl-1 -D iperazlnvl)methyn.2-f4.(trinuoromethvl)phenyl1-1 ,3-thlazol-5- 
yl}methvl)sulfanyl]-2-propylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 400MHz 5 7.95(d, 2H, J=8.06 Hz), 7.63(d. 2H, J=8.06 Hz), 7.1 6(d, 1H, 
J=2.38 Hz). 7.1 1(dd. 1H, J=8.24, 2.38 Hz). 6.55(d, 1H, J=8.24 Hz), 4.70(q, 1H, J=6.84 Hz), 4J23(s, 
2H), 4.13(q, 2H, J=7.14 Hz), 3.59(brs. 2H). 3.47(s, 2H). 3.40(1, 2H, J=4.58 Hz), 2.55(1. 2H,' J=7.33 
Hz), 2.40(rn, /iH), 2.05(s, 3H), 1.56(m, 5H), 1.20ft 3H, J=7.14 Hz), 0.86ft 3H. .:=7.33 Hz), 

Ethyl 2^4-f({4-{r4-(4-fluorophenvl).1.pip erazinynmethvl>-2-r4-(trifluoromethvl)phenYl1-1 T 3. 
thlazol-5-yl)methyl)sulfanyl]-2-propy)phenoxy}propanoate 

1 H NMR (CDCI 3 ) 400MHz 8 7.97(d. 2H. J=8.24 Hz). 7.64(d. 2H. J=8.24 Hz). 7.19(d, 1H. 
J=2.38 Hz). 7.14(dd, 1H, J=8.42. 2.38 Hz). 6.93{m. 2H), 6.84(m, 2H). 6.56(d. 1H. J=8.42 Hz), 4 69(q 
1H. J=6.78 Hz). 4.30(s. 2H). 4.14(q. 2H. J=7.14 Hz). 3.54(s. 2H). 3.07(1. 4H. J=4.58 Hz). 2.58(m. 6H) 
1 .57(m, 5H), 1.22ft 3H, J=7.14 Hz). 0.86(t. 3H. J=7.33 Hz). 

Ethyl 2-f4-f({4-(4-morph olinylmethvn-2-r4-(trifluoromethynphenvn-1.3-thiazo|.5- 
yl)methyl)su»fanyl1-2-propylphenoxy)propanoate """" 

'H NMR (CDCI S ) 400MHz 8 7.95(d. 2H. J=8.24 Hz). 7.63(d. 2H. J=8.24 Hz), 7.17(d, 1H. 
J=2.38 Hz), 7.12(dd, 1H. J=8.42, 2.38 Hz), 6.55(d, 1H, J=8.42 Hz), 4.69(q, 1H, J=6.78 Hz). 4.27(s 
2H). 4.14(q. 2H. J=7.14 Hz). 3.66(1. 4H, J=4.67 Hz), 3.45(s, 2H), 2.56(1, 2H. J=7.33 Hz), 2.42(m, 4H) 
1 .56(m. 5H). 1 .21 (t. 3H. J=7.14 Hz), 0.86(t, 3H, J=7.33 Hz), 

Methyl {4-r«4-r(4-acetvl-1 -Piperazlnvnmethyn-2-r4^trifluoromethvl)phenvn-1 .3-thlazol-5. 
yl}methyl)sulfanyl1-2-lsopropylphenoxy}acetate 

'H NMR (CDCI 3 ) 400MHz 8 7.95(d, 2H. J=8.61 Hz). 7.64(d, 2H, J=8.61 Hz). 7.20(d, 1H, 
J=2.20 Hz), 7.15(dd, 1H. J=8.42, 2^0 Hz), 6.59(d. 1H. J=8.42 Hz), 4.63(s. 2H), 4.25(s, 2H).'3.76(s 
3H). 3.56(s, 2H), 3.41 (m. 4H), 3.31 (m, 1 H), 2.38(rn, 4H), 2.05(s. 3H), 1 .1 1 (d, 6H, J=6.78 Hz), 

Methyl {4-f({4^[4-(4-fluorophenyl)-1-pi P erazi nyl]methvl>-2-r4-(triflu 0 rofnethYl)phenvlT.1.3- 
thiazol-5-yl}methyl)sulfanyl]-2-isopropylphenoxy}acetate 

1 H NMR (CDCI 3 ) 400MHz 8 7.98(d. 2H. J=8.24 Hz), 7.65(d, 2H, J=8.24 Hz), 7.23(d, 1 H, 
J=2.20 Hz), 7.1 8(dd, 1 H, J=8.42. 2.20 Hz), 6.94(m, 2H), 6.83(m. 2H), 6.60(d, 1 H, J=8.42 Hz) 4 61 (s 
2H). 4.30(s. 2H), 3.76(s, 3H). 3.49(s, 2H). 3.34(m, 1H), 3.07(1, 4H, J=4.58 Hz), 2.59(m, 4H) 1.13(d ' 
6H, J=6.96 Hz), 

Methyl {2-isopropyl-4-r({4-(4-morpholinvlm ethvl).2-r4-(lrifluoromethvnphen y lM.3.thiazo|.5. 
yl}methyl)sulfanynphenoxy}acetate 
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1 H NMR (CDCI3) 400MHz 5 7.96(d, 2H. J=824 Hz). 7.64(d, 2H, J=8.24 Hz), 7.21 (d. 1H. 
J=2.38 Hz). 7.16(dd, 1H. J=8.42. 2.38 Hz). 6.59(d. 1H. J=8.42 Hz). 4.62(s. 2H). 4.28(s. 2H).3.76(s, 
3H), 3.66(t. 4H. J=4.58 Hz). 3.41{s. 2H), 3.32(m. 1H). 2.42(m, 4H). 1.15(d, 6H. J=6.96 Hz). 

MethW{2-isopropyM-f({4-{ f4-f4-methoxvDhenyl).1-piperazinynmethvl>.2-f4. 
,(trifluoromethy0phenvl M,3-thiazol-5-yl}methvHsulfanvnphenoxv>acetate 

1 H NMR (CDCI3) 400MHz 8 7.98(d. 2H. J=8.24 Hz). 7.65(d. 2H. J=8.24 Hz). 7.23(d. 1H. 
J=2.20 Hz). 7.18(dd, 1H, J=8.42. 220 Hz). 6.87(d. 2H. J=9.16 Hz). 6.81(d. 2H. J=9.16 Hz) 6 60(d 
1H. J=8.42 Hz). 4.61 (m. 2H). 4.31 (s. 2H). 3.77(s. 3H). 3.74(s. 3H). 3.50(s. 2H). 3.33(m. 1H). 3.05(m. 
4H). 2.60(brs. 4H). 1.15{d, 6H, J=6.96 Hz). 

Methyl {4-f({4-{[4-{4-acetv]phenvl)-1 •Pipe razinvnmethvl)-2-f4-(trifluoromethvl) P henyH-1 .3- 
thiazol-5-vl> methvnsulfanvll-2-isopropvlphenoxv>acetate 

1 H NMR (CDC! 3 ) 400MHz 8 7.95(d. 2H. J=8.28 Hz). 7.84(d. 2H. J=9.14 Hz). 7.62(d. 2H. 
J=8.28 Hz). 7.21(d. 1H. J=2.24 Hz), 7.16(dd. 1H. J=8.45. 2.24 Hz). 6.80(d. 2H. J=9.14 Hz) 6 58(d 
1H. J=8.45 Hz), 4.59(s. 2H). 4.27(s. 2H). 3.73(s. 3H). 3.46(s. 2H). 3.30(m, 5H). 2.54(t, 4H. J=4.57 Hz) 
2.47(s. 3H), 1.12(d, 6H. J=6.90 Hz). 

Methyl {2-isopropyl-4-rK4-fr 4-(3-methoxvphenyl)-1-piperazinvnmethvl>.2-[4- 
(trifluoromethyl)phenvn- 1.3-thiazol-5-vl)methyl)sulfanynphenoxvlacetate 

1 H NMR (CDCy 400MHz 8 7.98(d. 2H, J=8.28 Hz), 7.65(d. 2H, J=8.28 Hz). 7.24(d, 1 H 
J=2.38 Hz), 7.19(dd, 1 H. J=8.42. 2.38 Hz). 7.14(t. 1H. J=8.24 Hz). 6.60(d, 1H. J=8.42 Hz). 6.51('dd 
1H. J=8.24. 2.38 Hz), 6.44(t, 1H, J=2.29 Hz), 6.39(dd, 1H, J=8.24, 2.38 Hz), 4.62(s, 2H), 4.30(s, 2H) 
3.75(m. 6H). 3.48(s. 2H). 3.34(m. 1H). 3.16(t. 4H, J=4.67 Hz). 2.57(t, 4H. J=4.67 Hz). 1 14(d 6H 
J=6.78Hz). ' 

Ethyl 2-{2-isopropv)-4-rtf4-f f4-f4-methoxvphenvn-1-piperazinyHfnethvn-2-f4- 
(trifluorometh y l)phenvn-1. 3-thiazo|.5.vl>methynsulfanvllphenoxy}propanoate 

1 H NMR (CDCI3) 400MHz 6 8.04(d. 2H, J=8.24 Hz). 7.71 (d. 2H, J=8.24 Hz), 7.16(m. 2H). 
6.87(d. 2H, J=9.16 Hz), 6.78(d, 2H, J=9.16 Hz), 6.B4(d, 1H, J=8.42 Hz), 4.81(q, 1H, J=6.71 Hz), 
4^7(s. 2H). 4.1 1(q. 2H, J=7.08 Hz), 3.69(s. 3H), 3.28(m, 3H), 2.96(t 4H, J=4.94 Hz), 2.51 (t, 4H 
J=4.94 Hz). 1.54(d, 3H. J=6.71 Hz), 1.12(m, 9H), 

Ethyl 2-(4-r({4-{r4-(4-acetYlph e nyl)-1-piperaziny0methyl}.2-f4-(trifluoromethvl)phenYlV1.3 : 
thiazol-5-yl}methyl)sulfany l]-2.isopropYl P henoxv>propanoate " 

1 H NMR (CDCI3) 400MHz 8 7.96(d, 2H, J=8.28 Hz), 7.83(d, 2H, J=9.14 Hz), 7.64(d, 2H, 
J=8.28 Hz), 7.19(d. 1H. J=2.24 Hz). 7.12(dd, 1H, J=8.45, 2.24 Hz), 6.81(d. 2H, J=9.14 Hz), 6.55(d, 
1H, J-8.45 Hz). 4.71(q, 1H. J=6.78 Hz). 4.26(s, 2H). 4.12(q, 2H, J=7.16 Hz). 3.47(s. 2H). 3.29(m 5H) 
2.56(brs.4H),2.48(s.3H).1.58(d.3H.J=6.78Hz),1.15(m,9H). 
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Ethyl 2-f2-isopropyl-4-[({4-{[4-(3-methoxyphenyl)-1-piperazinyl]methyl)-2-r4- 
(trifiuoromethyl)phenyl1»1,3-thlazol-5-yl}methyl)sulfany]]phenoxy}propanoate 

1 H NMR (CDCI 3 ) 400MHz 5 7.98(d, 2H, J=8.24 Hz), 7.65(d, 2H, J=8.24 Hz), 7.21 (d, 1H, 
J=2.38 Hz), 7.14(m, 2H), 6.58(d. 1H, J=8.61 Hz), 6.51(dd, 1H, J=8.24, 2.20 Hz), 6.43(t, 1H, J=2.29 
5 Hz), 6.39(dd, 1H, J=8.24, 2.20 Hz), 4.72(q, 1H, J=6.78 Hz), 4.29(s, 2H), 4.15(q, 2H, J=7.14 Hz). 
3.76(s, 3H), 3.48(s, 2H), 3.33(m, 1 H), 3.16(br s, 4H). 2.59(br s, 4H), 1 .60(d, 3H, J=6.78 Hz), 1 .16{m, 
9H). 

Ethyl {4-f({4-(4-morpholinyImethyl)-2-[4-(trifluoromethyl)phenyl]-1 t 3-thiazol-5- 
10 yl)methyl)sulfanyl]-2-propylphenoxy}acetate 

1 H NMR (CDCI 3 ) 400MHz 6 7.95(d, 2H, J=8.24 Hz), 7.63(d, 2H, J=8.24 Hz), 7.1 9(m, 2H), 
6.58(d, 1H, J=8.24 Hz). 4.59(s, 2H). 4.28(s, 2H). 4.21 (q. 2H, J=7.14 Hz), 3.66(t, 4H. J=4.49 Hz). 
3.45(s, 2H). 2.56(t. 2H. J=7.33 Hz), 2.42(m, 4H). 1.56(m, 2H). 1.24(t, 3H. J=7.14 Hz), 0.87(t. 3H, 
J=7.33 Hz), 

15 

Ethyl {4-[({4-ff4-(4-acetylpheny»)-1 -p!perazinynmethyl}-2-r4^trifluoromethyl)phenyl]-1 ,3-thlazol- 
5-yl}methyl)sulfanyn-2-ethylphenoxy}acetat6 

1 H NMR (CDCI,) 400MHz 8 7.97(d, 2H, J=8.24 Hz). 7.83{d. 2H. J=9.16 Hz). 7.63(d, 2H, 
J=8.24 Hz), 721 (d, 1H. J=2.20 Hz), 7.16(dd, 1H, J=8.42. 2.20 Hz), 6.82(d. 2H, J=9.16 Hz). 6.59(d, 
20 1 H, J=8.42 Hz), 4.59(s. 2H). 4.29(s, 2H), 4.21(q, 2H. J=7.14 Hz). 3.52(s. 2H), 3.31 (t, 4H, J=4.80 Hz). 
2.64(q, 2H, J=7.51 Hz), 2.55(t, 4H. J=4.80 Hz), 2.47(s. 3H). 1.24(t, 3H. J=7.14 Hz). 1.14ft 3H, J=7.51 
Hz). 

Ethyl {2^thyl^[({44I4^3wTiethoxyphenylH-plperazinynmethyl}-2-[4-(trifluoromethyl)phenvri- 
25 1,3-thlazol-5-yl}methyl)sulfanyl]phenoxy)acetate 

-1 H NMR (CDCI3) 400MHz 8 7.98(d, 2H, J=8.24 Hz). 7.65(d, 2H, J=8.24 Hz). 7.22(s, 1H).' 
7.16(m. 2H). 6.60(d. 1H. J=8.42 Hz). 6.51(d. 1H, J=8.42 Hz), 6.44(s. 1H). 6.39(dd, 1H, J=8.24, 1.28 
Hz). 4.60(s, 2H), 4.32(s. 2H). 4.22(q, 2H, J=7.14 Hz). 3.76(s. 3H). 3.52(s. 2H). 3.16(t, 4H, J=4.67 Hz), 
2.65(q, 2H, J=7.51 Hz), 2.57(t, 4H. J=4.67 Hz). 1 .26(t, 3H, J=7.1 4 Hz). 1 .1 6(t. 3H. J=7.51 Hz), 

30 

Ethyl {4-I({4-r(4-acetyl-1-piperazinyl)methyl]-2-{4-(trifluoromethyl)phenyll-1,3-thiazol-5- 
yl}methyl)sulfanyn-2-ethylphenoxy}acetate 

'H NMR (CDCI,) 400MHz 8 7.93(d. 2H, J=8.28 Hz), 7.61 (d, 2H. J=8.28 Hz). 7.1 6(d. 1H. 
J=2.24 Hz), 7.12(dd, 1H, J=8.28, 2.24 Hz), 6.56(d, 1H, J=8.28 Hz), 4.58(s. 2H), 4.20(m. 4H), 3.55(t, 
35 4H. J=4.91 Hz). 3.43(s, 2H). 3.37(t. 4H, J=4.91 Hz), 2.60(q. 2H. J=7.50 Hz), 2.02(s, 3H). 1 .22(1. 3H, 
J=7.14 Hz), 1.11(1, 3H, J=7.50 Hz), 

Ethyl (2^thyM.f({4^[4^4-fluorophenyn-1-piperazjnyl]methyl>-2-f4-(tr)fluoroiTiethyl)phenvn-1.3' 
thlazol-5-yl}methyl)sulfanyl]phenoxy)acetate 
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1 H NMR (CDCI3) 400MHz 6 8.03(d, 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz), 7.25(m, 2H), 
6.93(m, 4H), 6.64(d, 1H, J=8.28 Hz). 4.64(s, 2H), 4.36(s, 2H), 4.26(q, 2H, J=7.08 Hz), 3.58(s, 2H), 
3.11(t, 4H, J=4.97 Hz), 2.66(m, 6H), 1.290, 3H, J=7.08 Hz), 1.10ft 3H. J=7.54 Hz), 

gtjMig-<th yU^({4-(4-moroh^ 
yt}rnethvl)sulfanyl]phenoxy)acetate 

1 H NMR (CDCI 3 ) 400MHz S 8.01 (d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.24(m, 2H), 
6.63(d, 1H, J=8.28 Hz), 4.64(s, 2H), 4.34(s. 2H), 4.26(q, 2H, J=7.17 Hz), 3.70ft 4H, J=4.42 Hz). ' 
3.49(8. 2H), 2.67(q. 2H. J=7.54 Hz), 2.46ft 4H. J=4.42 Hz). 1.30ft 3H. J=7.17 Hz). 1.19ft 3H, J=7 54 
Hz). 

Ethyl 2-f 2-ethyl-44(f4-{[4-(4-methoxyphenyl)-1 -piperazinyl]methyl>244- 
(trifluoromet hyl)phenvn-1^-thiazo»-5-vl>methyl)sulfanvnphenoxv)propanoate 

1 H NMR (CDCI3) 400MHz 8 8.03(d, 2H. J=8.28 Hz), 7.70(d. 2H, J=8.28 Hz). 7.26(d. 1H, 
J=2.21 Hz), 7.19(dd, 1H. J=8.28. 2.21 Hz). 6.93(d, 2H, J=9.11 Hz). 6.86(d, 2H, J=9.11 Hz), 6.62(d. 
1H, J=8.28 Hz). 4.76(q. 1H. J=6.90 Hz), 4.36(s, 2H), 4.19(q, 2H, J=7.17 Hz), 3.80(s, 3H). 3.58(s, 2H), 
3.11ft 4H, J=4.69 Hz), 2.67(m, 6H), 1.65(d, 3H, J=6.90 Hz), 1.24(m, 6H), 

Ethyl 2-{4-[({4-([4-(4-ac etylphenyl)-1 -piperazinyl1methyl}»2-r4-<trifluoromethyl)phenvlM .3- 
thIazol-5-yl)methyOsulfanyn-2-ethylphenoxy)propanoate 

1 H NMR (CDCI 3 ) 400MHz 8 8.02(d. 2H, J=8.28 Hz), 7.89(d. 2H, J=8.83 Hz), 7 69(d, 2H, 
J=8.28 Hz). 7.25(d. 1H, J=2.21 Hz), 7.18(dd, 1H, J=8.28, 221 Hz). 6.88(d, 2H, J=8.83 Hz). 6.61(d, 
1H. J=8.28 Hz). 4.76(q. 1H. J=6.90 Hz), 4.33(s, 2H), 4.18(q, 2H, J=7.17 Hz). 3.57(s. 2H). 3.36(m. 4H), 
2.66(m, 6H). 2.53(s, 3H), 1 .65(d, 3H, J=6.90 Hz), 1 23(m, 6H). 

Ethyl2-(2-eth vM-r((4-ff4-(3-methoxyphenyl)-1-piperazinvl]methyl}-2.f4- 
(trifluoromethyl)phenyn.1,3-thiazol-5-yl}methvl)sulfanynphenoxy}propanoate 

1 H NMR (CDCI3) 400MHz 8 8.03(d, 2H. J=8.28 Hz), 7.70(d. 2H, J=8.28 Hz), 7.26(d, 1 H, 
J=2.21 Hz), 7.1 8(m, 2H), 6.62(d. 1H, J=8.28 Hz). 6.56(dd, 1H. J=8.O0. 1.66 Hz). 6.49(m, 1H), 6.44(dd. 
1H. J=8.00. 1.66 Hz). 4.76(q, 1H, J=6.62 Hz), 4.35(s, 2H), 4.19(q, 2H, J=7.17 Hz). 3.81(s. 3H). 3 57(s 
2H), 3.21 ft 4H. J=4.83 Hz), 2.66(m, 6H). 1 .65(d, 3H. J=6.62 Hz). 1 .24(m. 6H), 

Ethyl 2-{4-r({4-{[4-(4-met hoxyphenvl)-1 -piperazinvnmethyl)-2-r4-(trifluoromethyl)phenyn-1 .3- 
thiazol-5-yl)methyl)sulfanyl]-2-propy|phenoxv>propanoate 

1 H NMR (CDCI 3 ) 400MHz 8 7.97(d, 2H, J=8.24 Hz), 7.64(d, 2H, J=8.24 Hz), 7.1 9(d, 1 H, 
J=2.38 Hz), 7.14(dd, 1H, J=8.42, 2.38 Hz), 6.88(d, 2H, J=9.16 Hz), 6.81(d, 2H, J=9.16 Hz), 6.56(d, 
1H, J=8.42 Hz), 4.70(q, 1H, J=6.78 Hz), 4.31(s, 2H), 4.15(q, 2H, J=7.14 Hz), 3.74(s, 3H), 3.54(s. 2H), 
3.05(t. 4H, J=4.85 Hz), 2.57(m, 6H). 1 .56(m. 5H). 1 .20(t. 3H, J=7.14 Hz). 0.86(t, 3H, J=7.33 Hz).' 

Ethyl 2-(4-[({4^[4-(4-ace tylphenyl)-1- P iperazinvl1methyl}-2-[4-(trifluoromethvl)phenyl1-1 : 3 . 
thiazol-5-yl}methyl)sulfanyl]-2-propy|phenoxy}propanoate 
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1 H NMR (CDCI,) 400MHz 5 7.95(d, 2H, J=8.24 Hz), 7.84(d, 2H, J=9.14 Hz). 7.63(d, 2H, 
J=8.24 Hz), 7.1 7(d, 1H, J=2.24 Hz), 7.12(dd, 1H, J=8.45, 2.24 Hz), 6.82(d, 2H, J=9.14 Hz), 6.54(d, 
1H, J=8.45 Hz), 4.68(q. 1H, J=6.78 Hz). 4.27(s, 2H), 4.13(q, 2H, J=7.07 Hz), 3.51(m, 2H), 3.31(t, 4H, 
J=4.91 Hz). 2.55(m. 6H), 2.47(s, 3H), 1.55(m, 5H), 1.17ft 3H. J=7.07 Hz). 0.85(t, 3H, J=7.41 Hz). 

5 

Ethyl 2-{4-f (f 4-{r4-(3-methoxyphenyl)-1 -piperazinyl]methyl}-2-r4-(trifluoromethyQphenylM ,3- 
thiazol-5-yl}methyl)sulfanyl]-2-propylphenoxy}propanoate 

1 H NMR (CDCy 400MHz 8 7.97(d. 2H, J=B.28 Hz), 7.64(d, 2H, J=8.28 Hz), 7.1 5(m, 3H), 
6.56(d, 1H, J=8.45 Hz), 6.50(dd, 1H. J=8.10, 2.07 Hz). 6.43(t. 1H. J=2.07 Hz). 6.39(dd, 1H. J=8.10, 
10 2.07 Hz).4.70(q, 1H, J=6.72 Hz), 4.29(s, 2H), 4.14(q, 2H, J=7.07 Hz), 3.76(s, 3H), 3.52(s, 2H), 3.16(t, 
4H, J=4.83 Hz), 2.58(m, 6H), 1.57(m. 5H), 1.1 9(t, 3H. J=7.07 Hz). 0.87ft 3H, J=7.33 Hz), 

Ethyl 2-(4-{r(2-f4-fluorophenyl)-4^[4-(4-methoxyphenyl)-1-piperazinyl1methyl}-1.3-thiazol-5- 
yl)methyl]sulfanyl}-2-methylphenoxy)propanoate 

15 'H NMR (CDCIj) 400MHz 8 7.85(m, 2H), 7.22(d, 1 H, J=2.38 Hz). 7.09(m, 3H), 6.87(d, 2H, 

J=9.16 Hz), 6.81 (d, 2H, J=9.16 Hz), 6.56(d, 1H, J=8.42 Hz), 4.68(q, 1H, J=6.78 Hz). 4.30(s. 2H), 
4.1 6(q, 2H, J=7.20 Hz), 3.74(s, 3H), 3.53(s, 2H), 3.07{t, 4H, J=4.58 Hz). 2.62(br s. 4H). 2.21 (s. 3H), 
1 .60(d. 3H, J=6.78 Hz), 1 .20ft 3H, J=72D Hz). 

20 Ethyl 2-[4-({[4-{[4-(4-acetylphenyl)-1 -piperazinyl1methyl}-2-<4-f luorophenyl)-1 ,3-thiazol-5- 
yl]methyl}sulfanyl)-2-methylphenoxylpropanoate 

'H NMR (CDCI 3 ) 400MHz 8 7.85(m, 4H). 7.23(d. 1H. J=2.38 Hz). 7.09(m. 3H). 6.83(d. 2H, 
J=9.16 Hz), 6.55(d, 1H, J=8.42 Hz), 4.68(q, 1H, J=6.78 Hz). 4.27(s, 2H), 4.16(q, 2H, J=7.14 Hz), 
3.52(s, 2H), 3.32ft 4H, J=4.94 Hz). 2.59(brs, 4H), 2.49(s, 3H), 2.21 (s, 3H), 1.60(d, 3H, J=6.78 Hz), 

25 1.21ft 3H,J=7.14 Hz), 

Ethyl 2-{4-{r(2-{4-fluorophenyl)-4-(f4-(3-methoxyphenyl)»1-plperazinyl]iTiethyl}-1 > 3-thiazol-5. 
• yl)methyljsuifanyl)-2-methylphenoxy)propanoate 

1 H NMR (CDClj) 400MHz 8 7.85(m, 2H), 7.23(d. 1 H. J=2.20 Hz). 7.1 1 (m, 4H), 6.56(d, 1 H. 
30 J=8.24 Hz), 6.51 (dd, 1 H, J=8.24, 2.20 Hz), 6.44ft 1 H. J=2.20 Hz). 6.39(dd. 1 H, J=8.24, 2.20 Hz). 
4.69(q. 1H, J=6.78 Hz), 4.29(s, 2H). 4.16(q, 2H, J=7.14 Hz). 3.76(s. 3H). 3.52(s, 2H). 3.16(t, 4H, 
J=4.76 Hz), 2.60(br s. 4H). 2.21(s. 3H), 1.59(d, 3H. J=6.78 Hz). 1.22ft 3H, J=7.14 Hz), 

Ethyl 4-{f5-({f4-(2-ethoxy-1-methyl-2-oxoethoxy)-3-methvlphenyl]sulfanyl}methvl)-2-(4- 
35 fluorophenyQ-1 ,3-thiazol-4-yHmethyl}-1 -piperazinecarboxylate 

'H NMR (CDCy 400MHz 8 7.83(m, 2H), 7.20(d. 1 H, J=2.20 Hz), 7.08(m, 3H), 6.55(d, 1 H, 
J=8.42 Hz), 4.68(q, 1H, J=6.78 Hz), 4.23(s, 2H), 4.16(q, 2H. J=7.14 Hz). 4.09(q. 2H, J=7.14 Hz), 
3.42(m, 6H), 2.38(br s, 4H), 2.18(s, 3H), 1.57(d, 3H, J=6.78 Hz), 1.1 3(m, 6H), 

40 Ethyl {2-ethyM 4({4^f4-(4- methoxvphenyl)-1-plperazm 

1.3-thiazo|.5-yl}methyl)sulfanyllphenoxv)acetate " 
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*H NMR (CDCy 400MHz 8 7.98(d. 2H. J=8.24 Hz). 7.65(d, 2H, J=8.24 Hz), 7.22(s, 1H), 
7.17(d. 1H, J=8.42 Hz), 6.87(d. 2H, J=9.16 Hz), 6.81(d, 2H, J=9.16 Hz), 6.59(d, 1H, J=8.42 Hz), 
4.60(s. 2H). 4.32(s, 2H), 4.22(q, 2H, J=7.14 Hz), 3.74(s, 3H), 3.53(s, 2H), 3.05(t, 4H, J=4.76 Hz), 
2.62(m, 6H), 1.26(t, 3H, J=7.14 Hz). 1.16(t, 3H, J=7.33 Hz), 

5 

Ethyl 2-(4-r((4-r(4-acetyM-piperazinvl)methyn-2-r4-(trifluoromethyl)phenyl]-1.3-thlazol-5- 
yl)methyl)sulfanyl]-2-ethylphenoxy)propanoate 

1 H NMR (CDCy 400MHz 8 7.99(d. 2H, J=8.28 Hz), 7.68(d, 2H, J=828 Hz), 7.22(d, 1H. 
J=2.21 Hz), 7.15(dd, 1H. J=8.28, 2.21 Hz), 6.60(d, 1H, J=8.28 Hz), 4.75(q. 1H. J=6.81 Hz). 4.29(s, 
10 2H), 4.19(q. 2H. J=7.17 Hz). 3.62(t, 2H. J=4.69 Hz), 3.50(s, 2H), 3.43(t, 2H, J=4.69 Hz), 2.66(q, 2H. 
J=7.45 Hz). 2.43(br s. 4H). 2.09(s, 3H), 1.64(d, 3H, J=6.81 Hz), 1.22(m. 6H), 

Ethyl 2^2>ethyU^({4^[4^4-fluorophenvl)>1-piperazinvl1methyI}-2-[4-(trifluoromethyl)phenyn- 
1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

15 1 H NMR (CDCy 400MHz 6 8.03(d. 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz), 7.26(d, 1 H, 

J=2.21 Hz). 7.19(dd. 1H, J=8.55. 2.21 Hz), 6.94(m, 4H), 6.62(d, 1H, J=8.55 Hz), 4.75(q, 1H, J=6.90 
Hz). 4.35(s. 2H). 4.19(q. 2H, J=7.17 Hz). 3.58(s. 2H), 3.12(t. 4H, J=4.97 Hz). 2.66(m, 6H). 1.64(d, 3H. 
J=6.90Hz), 1.24(m,6H), 

20 Ethyl 2-{2-ethyl-4-[({4-(4-morpholinvlmethyl)-2-r4-(trifluoromethyl)phenyll-1 ,3-thiazol-5- 
yl)methyl)sulfanyl]phenoxy}propanoate 

1 H NMR (CDCy 400MHz 6 8.01 (d. 2H. J=8.28 Hz). 7.68{d, 2H, J=8.28 Hz). 7.24(d, 1H. 
J=2.21 Hz), 7.16(dd. 1H. J=8.28, 2.21 Hz), 6.60(d. 1H. J=8.28 Hz). 4.75(q. 1H. J=6.62 Hz). 4.32(s, 
2H). 4.17(s, 2H). 3.70(t, 4H. J=4.42 Hz). 3.49(s, 2H). 2.66(q, 2H, J=7.54 Hz), 2.45(t, 4H, J=4.42 Hz). 
25 1 .63(d. 3H. J=6.62 Hz). 1 .22(m. 6H). 

Ethyl {4-[({4-{[4-(4-methoxyphenyl)-1 -piperazinyl]methyl)-2.[4-(trifluoromethyl)phenvn-1 .3- 
thiazot-5-yl)methyl)su)fanyl]-2-propylphenoxv)acetate 

1 H NMR (CDCI3) 400MHz 8 8.03(d, 2H. J=8.28 Hz). 7.69(d. 2H. J=8.28 Hz), 7.23(m, 2H), 
30 6.89(m, 4H). 6.64(d. 1 H. J=8.28 Hz). 4.62(s, 2H). 4.36(s, 2H), 4.26(q. 2H, J=7.08 Hz), 3.79(s, 3H), 
3.60(s. 2H). 3.11(m. 4H), 2.64(m. 6H). 1.62(m. 2H). 1.30(t 3H, J=7.08 Hz). 0.93(t. 3H, J=7.45 Hz), 

Ethyl {4-r({4-ff4-(4-acetylphenyl)-1-piperazinvnmethyl}-2-r4-(trifluoromethyl)phenvlM,3-thiazol- 
5-yl)methyl)sulfanyfl-2-propylphenoxv>acetate 

35 'H NMR (CDCI 9 ) 400MHz 8 8.02(d, 2H, J=8.28 Hz), 7.89(d, 2H, J=9.1 1 Hz), 7.69(d. 2H, 

J=8.28 Hz). 7.24(m. 2H). 6.87(d. 2H. J=9.1 1 Hz). 6.64(d, 1H. J=8.28 Hz), 4.62(f- 2H), 4.34(s, 2H), 
4.26(q, 2H, J=7.17 Hz), 3.58(s, 2H), 3.35(t, 4H, J=4.97 Hz), 2.62(m, 6H), 2.54(s. 3H), 1.61 (m, 2H)' 
1.29(t, 3H. J=7.17 Hz), 0.91 (t, 3H. J=7.45 Hz), 



40 



Ethyl {4-r({4-{[4-(3-methoxyphenyl)-1.piperazinvl1methyl}-2-[4-(trifluoromethyl)phenyl]-1 j. 
thiazol-5-yl}methyl)sulfanyl]-2-propy|phenoxy)acetate 
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1 H N.MR (CDCI S ) 400MHz 5 7.97(d, 2H, J=8.28 Hz), 7.64(d, 2H, J=8.2fc Hz), 7.17(m, 3H), 
6.58(d, 1H, J=8.10 Hz), 6.51(dd. 1H, J=8.10, 2.07 Hz), 6.43(t, 1H, J=2.07 Hz), 8.38(dd, 1H, J=8.10, 
2.07 Hz), 4-58(8, 2H), 4.30(s, 2H), 4.21(q, 2H, J=7.13 Hz), 3.75{s, 3H), 3.53(s, 2H), 3.15(t, 4H, J=4.66 
Hz), 2.57(m, 6H), 1.57(m, 2H), 1.24(t, 3H, J=7.13 Hz), 0.87(t, 3H, J=7.41 Hz), 

5 

Ethyl {4-K{4-[(4-acetyl-1 -piperaziny])methyl]-2-r4»(trif luoromethyl)phenyl]-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-propyIphenoxy}acetate 

1 H NMR (CDCI 3 ) 400MHz 8 7.93(d, 2H, J=8.28 Hz), 7.62(d, 2H, J=8.28 Hz), 7.14(m t 2H), 
6.57(d, 1 H, J=8.28 Hz), 4.58(s, 2H) f 4.20(m, 4H), 3.56(t, 2H, J=4.91 Hz), 3.45(s, 2H), 3.38(t, 2H, 
10 J=4.91 Hz), 2.55(t, 2H, J=7.33 Hz), 2.37(m, 4H), 2.03(s, 3H), 1 .53(m, 2H), 1 ,22(t, 3H, J=7.16 Hz), 
0.85(t f 3H, J=7.33 Hz), 

Ethyl {4-[({4^[4-(4-fluorophenylH-piperaz 
5-yl}methyl)sulfanyl]-2-propylphenoxy}acetate 

15 1 H NMR (CDCI 3 ) 400MHz 8 7.97(d, 2H, J=8.28 Hz), 7.64(d, 2H, J=8.28 Hz), 7.19(m, 2H), 

6.92(m, 2H), 6.83(m, 2H), 6.58(d, 1H, J=8.28 Hz), 4.56(s, 2H), 4.29(s, 2H), 4.20(q, 2H, J=7.13 Hz), 
3.53(s, 2H), 3.06(t, 4H, J=4.91 Hz), 2.57(m, 6H), 1.55(m, 2H), 1.24(t, 3H, J=7.13 Hz), 0.86(t, 3H, 
J=7.41 Hz), 

20 Ethyl 2^4-[({4^[4-(2,4Kiimethoxyphenyl)-1-piperazinyl]m 

1,34hiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCi a ) 300MHZ.8 8.02(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.26(d, 1H, 
J=2.21 Hz), 7.16(dd, 1H, J=8.55, 2.21 Hz), 6.87(d, 1H, J=8.55 Hz), 6.60(d, 1H, J=8.55 Hz), 6.50(d, 
1H, J=2.48 Hz), 6.42(dd, 1H, J=8.55, 2.48 Hz), 4.72(q, 1H, J=6.90 Hz), 4.38(s, 2H), 4.21 (q, 2H, 
25 J=7.08 Hz), 3.85(s, 3H), 3.79(s, 3H), 3.61 (s, 2H), 3.04(br s, 4H), 2.70(br s, 4H), 2.26(s, 3H), 1 .63(d, 
3H, J=6.90 Hz), 1.24(t, 3H, J=7.04 Hz), 

phenyl 4-({5-<{[4-(2-ethoxy-1 ,1 -dlmethyl>2>oxoethoxy)phenyl1thio}methyI)-2-[4- 
(trifluoromethy!)phenytl-1 y 34hiazol^yl}methyl)pSperazine-1-carboxy1ate 

30 - • • To a. 500ml 3-neck round-bottom flask equipped with a magnetic stir-bar, low temperature 
thermometer with thermometer adapter, addition funnel and N 2 inlet was added ethyl 2-{4-[({4- 
(hydroxymethyl)-2-[4-(trifluoromethy^ 

methylpropanoate (300mg, 0.59mmoles, 1eq) and dry CH 2 CI 2 (4ml, 0.1 5M) and cooled to 0°C. 
Methanesulfonyl chloride (0.055ml, 0.71mmoles, 1.2eq) was added neat all at once. Triethylamine 

35 (0.12ml, O.89mmoles, 1 .5eq) was added dropwise maintaining the internal temperature below 5°C and 
was stirred at 0 °C for 30 minutes. The reaction mixture was transferred to a separatory funnel and 
washed with H 2 0, brine and the organic fraction was dried over Na 2 SO<. After filtration the solvent 
was removed under reduced pressure to yield the corresponding mesylate in quantitative yield. 
Because of the unstable nature of the mesylate, the product was not characterized and was 

40 progressed onto the next stage without purification. . 
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To the crude mesylate dissolved in dryTHF {3ml, 0.20M) was added piperazine (559mg, 
5.9mmoles, 10eq) and the reaction mixture was refluxed for 5 hours. After cooling to room 
temperature the solvent was removed in vacuo. The residue was partitioned between EtOAc and H 2 0 
and after the phases were separated the organic fraction was dried over NajSO*, filtered and 
concentrated in vacuo to yield a quantitative amount of product The product was used without 
characterization and purification: 

The crude piperazine was dissolved in dry CH 2 CI 2 (5ml, 0.1 2M) and to it was added 
phenylchloroformate (0.08ml, 0.65mmoles, 1.1 eq) and triethylamine (0.248ml, 1.8mmo!es, 3eq) and 
was stirred at room temperature overnight The reaction mixture was diluted with EtOAc and washed 
with 0.1N HCI twice, H 2 0, brine, dried over Na 2 S0 4 , filtered and concentrated in vacuo to yield after 
silica gel chromatography 125mg (32% over three steps) of product. 

1 H NMR (CDC! 3 ) 400MHz 6 7.95(d, 2H, J=828 Hz), 7.65(d, 2H, J=8.28 Hz), 7.33(m, 2H), 
7.26(d, 2H, J=8.79 Hz), 7.17ft 1H, J=7.59 Hz), 7.06(d, 2H, J=7.59 Hz), 6.74(d, 2H, J=8.79 Hz), 
4.32(s, 2H), 4.18(q, 2H, J=7.07 Hz), 3.61 (m f 6H), 2.51(brs, 4H), 1.57(s, 6H), IJZOft 3H, J=7.07 Hz), 

The following compounds were made the same procedure used for phenyl 4-({5-({[4-(2- 
ethoxy-1 ,1 Hjimethyl-2-oxoethoxy)phenyqthio}methyl)-2-[Mtrifiuoromethyl)phenyG-1 ,3-thiazol-4- 
yl}methyl)piperazine-1 -carboxylate except no extra base was used when the other reactant was an 
isocyanate. 

Phenyl 4^( 5^{[4^2^thoxy-1-methyN2-oxoethoxv)-3-methylphenyl1suIfanvl}methyl)-2^4^ 
(trifluoromethyQphenylH^Mhiazol^y^ 

1 H NMR (CDCI 3 ) 300MHz 6 7.97(d, 2H, J=8.28 Hz), 7.77(d, 2H, J=8.28 Hz), 7.60(m, 6H), 
7.20(d, 1H, J=2.21 Hz), 7.10(dd, 1H, J=8.55, 221 Hz), 6.57(d, 1H, J=8.55 Hz), 4.74(q, 1H, J=6.71 
Hz), 420(m, 4H), 3.48(s, 2H), 3.06(br s, 4H), 2.56(br s, 4H), 224(s, 3H), 1 .65(d, 3H, J=6.71 Hz), 
125(t,3H, J=7.04 Hz), 

benzyl 4-(f5> ({[4-(2-ethoxy>1>methyl>2<)xoethoxy)-3^ethylphenvnthio}methyl)-2^ 
(trffluoromethyl)phenyll>1,3>thlazoM.yl}methyl)pipei^lne-1-carboxYlate 

1 H NMR (CDCI 3 ) 300MHz 5 8.01(d, 2H, J=8.00 Hz), 7.69(d, 2H, J=8.00 Hz), 7.36(m, 5H), 
726(d, 1H, J=221 Hz), 7.15(dd, 1H, J=8.55, 221 Hz), 6.60(d, 1H, J=8.55 Hz), 5.16(s, 2H), 4.74(q, 
1H, J=6.62 Hz), 4.31 (s, 2H), 421 (q, 2H, J=7.08 Hz), 3.55(m, 6H), 2.47(br s, 4H), 226(s, 3H), 1.65(d, 
3H, J=6.62 Hz), 1 25ft 3H, J=7.08 Hz), 

Isopropyl 4^r5-({r4-(2-eth oxy-1-methvN^^ 

fluorophenyl)-1 ,3-thiazoI-4-y)1methvl}-1 -piperazinecarboxylate 

1 H NMR (CDCI 3 ) 400MHz 6 7.84(m, 2H), 7.22(d, 1H, J=220 Hz), 7.09(m, 3H), 6.55(d, 1H, 
J=8.42 Hz), 4.89(m, 1H), 4.68(q, 1H t J=6.78 Hz), 426(s, 2H), 4.16(q, 2H, J=720 Hz), 3.47(m, 6H), 
2.40(br s, 4H), 2.22(s, 3H), 1.61 (d, 3H, J=6.78 Hz), 127(m, 9H), 
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Ethyl 244-[({4-{[4-(cyclopentylcarbonyl)-1 -piperazinyl]methylV2-[4-(trifluoromethyl)phenyl]-1 ,3- 
thia2ol-5-yI}methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCIj) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.24(d, 1 H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz), 6.59(d, 1H, J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.31(s, 
5 2H), 4.1 9(q, 2H, J=7.17 Hz), 3.65(brs, 2H), 3.50(brs, 4H), 2.87(m, 1H), 2.45(t, 4H, J=4.69 Hz), 
2.23(s, 3H), 1.73(m. 11H), 1.24(t, 3H, J=7.17 Hz), 

Ethyl 2-{4-[({4-{[4-(cyc»opropylcarbonyl)-1 -piperazinyl]methyl}-2-[4-(trinuoromethyl)phenyI]-1 ,3- 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxv}propanoate 

10 'H NMR (CDCI 3 ) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.27(d, 1 H, 

J=2.21 Hz), 7.15(dd, 1H, J=8.28. 2.21 Hz), 6.59(d, 1H, J=8.28 Hz). 4.73(q, 1H, J=6.71 Hz), 4.31 (s, 
2H), 4.20(q, 2H, J=7.08 Hz), 3.67(br s, 4H), 3.55(s, 2H), 2.49(br s, 4H), 2.26(s, 3H), 1.74(m, 1 H). 
1.64(d, 3H, J=6.71 Hz), 1.25(t, 3H, J=7.08 Hz), 1.00(m, 2H), 0.76(m, 2H), 

15 Ethyl 2^4^({4K[4^cydobuty)carbonyl)-1-piperazinyl]nriethyl}-2-[4-(trifluoromethyl)phenyl]-1,3- 
thiazol-5-yOmethyl)sulfanyi]-2-niethylphenoxy}propanoate 

1 H NMR (CDCW 300MHz 6 7.99{d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.24(d. 1H, 
J=2.21 Hz), 7.13(dd, 1H, J=8.28, 2.21 Hz), 6.58(d, 1H, J=8.28 Hz), 4.73{q, 1H, J=6.71 Hz), 4.28(s, 
2H), 4.1 9(q, 2H, J=7.17 Hz), 3.64(t, 2H, J=4.83 Hz), 3.52(s, 2H), 3.36(t, 2H, J=4.83 Hz), 3.24(m, 1H), 

20 2.47(m, 4H), 2.08(m, 9H), 1.63(d, 3H, J=6.71 Hz), 1.24(t, 3H, J=7.17 Hz), 

Methyl 4-<f5-({[4-(2-«thoxy-1-methyl-2-oxoethoxy)-3-methylphenyl]sulfanyl}methyl)-2-f4- 
(trifluoromethyl)phenyl]-1 ^-thiazol-4-yl}methyl)-1 -piperazinecarboxylate 

1 H NMR (CDCI3) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz). 7.26(d, 1 H, 
25 J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz). 6.59(d, 1H, J=828 Hz), 4.73(q, 1H, J=6.71 Hz), 4.31(s, 
2H), 4.20(q, 2H, J=7.17 Hz), 3.71(s, 3H), 3.50(m, 6H), 2.44(br s, 4H), 226(s, 3H). 1 .65(d, 3H, J=6.71 
Hz), 1.25(t,3H, J=7.17Hz), 

Ethyl 2-{2-methyl-4-r({4-{r4-(3-methylbutanoyl)-1-plperazinyllmethyl}-2-[4- 
30 (trifluoromethyl)phenyl1-1^-thiazol-5-yt}methyl)sulfanyl1phenoxy}propanoate 

1 H NMR (CDCW 300MHz 6 8.00(d, 2H, J=8.28 Hz). 7.67(d, 2H, J=8.28 Hz), 7.24(d. 1H. 
J=2.21 Hz), 7.14(dd. 1H. J=8.55, 2.48 Hz), 6.59(d. 1H, J=8.55 Hz), 4.73(q, 1H, J=6.71 Hz), 4.30(s, 
2H), 4.20(q, 2H, J=7.08 Hz), 3.65(br s. 2H), 3.54(s, 2H), 3.47(t, 2H, J=4.69 Hz), 2.45(t, 4H. J=4.83 
Hz), 2.26(s, 3H), 2.12(m, 3H), 1.64(d, 3H, J=6.71 Hz), 1.24(t, 3H, J=7.08 Hz), 0.96(d, 6H, J=6.35 Hz), 

35 

Ethyl 2-{4-[({4-{[4-(4-fluorobenzoyl)-1-piperaziny0methylV2-f4-(trifluorom6thyl)phenyn-1.3- 
thiazol-5-yl}methyl)sulfanyl1-2-methylphenoxy)propanoate 

1 H NMR (CDCy 300MHz 8 8.00(d, 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz), 7.43(m, 2H), 
7.24(d, 1 H, J=2.39 Hz), 7.11(m, 3H), 6.59(d, 1H, J=8.55 Hz), 4.73(q, 1H, J=6.71 Hz), 4.30(s, 2H), 
40 4.19(q. 2H, J=7.17 Hz), 3.65(m, 6H), 2.53(m, 4H), 2.25(s, 3H), 1.64(d, 3H, J=6.71 Hz), 1.25(t, 3H, 
J=7.17 Hz), 



WO 02/059098 PCT/USO 1/5 1056 



Ethyl 2^2-methyM-[({4^[4-(propyls^ 
1 > 3-thiazol-5-yI}methyl)sulfanyIlphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 6, 8.00(d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 726(6, 1 H, 
J=2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 6.59(d, 1H, J=8.28 Hz), 4.74(q, 1H, J=6.71 Hz), 4.28(s, 
2H), 4.20(q, 2H, J=7.08 Hz), 3.55(s, 2H), 3.30(t, 4H, J=4.55 Hz), 2.89(m, 2H), 2.56(t, 4H, J=4.28 Hz), 
2.26(s, 3H), 1.87(m, 2H), 1.65(d, 3H, J=6.62 Hz), 1.25(t, 3H, J=7.04 Hz), 1.07(t, 3H, J=7.17 Hz). 

Ethyl 2-{4-[({4-r(4-butyryM >piperazlnyl)methyI]-2-[4-(trif luoromethyQphenylH ,3-thiazol-5- 
yI}methyl)sulfanyq-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.00(d, 2H, J=828 Hz), 7.67(d, 2H, J=8.2fc Hz), 7.26(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.55, 2.21 Hz), 6.59(d, 1H, J=8.55 Hz), 4.73(q t 1H, J=6.71 Hz), 4.30(s, 
2H), 4.20(q, 2H, J=7.08 Hz), 3.64(m, 2H), 3.54(s, 2H), 3.45(t, 2H, J=4.83 Hz), 2.45(t, 4H, J=4.83 Hz), 
2.31(t, 2H, J=7.31 Hz), 2.25(s, 3H), 1.66(m, 5H), 124(t, 3H, J=7.08 Hz), 0.98(t, 3H, J=7.31 Hz), 

Ethyl 2-{2-methyl-4-[({4-[(4-pentanoyt-1 -piperazinyl)methyn-2-[4-(trifluoromethyl)phenyl1-1 ,3- 
thlazol-5-yl}methy0sulfany)]phenoxy}propanoate 

1 H NMR (CDCI3) 300MHz 8 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.26(d, 1 H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28, 221 Hz), 6.58(d, 1H, J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.30(s, 
2H), 4.19(q, 2H, J=7.27 Hz), 3.64(m, 2H), 3.54(s, 2H), 3.46(t, 2H, J=4.83 Hz), 2.45(t, 4H, J=4.83 Hz), 
2.32(t, 2H, J=7.45 Hz), 2.24(s, 3H), 1 .61 (m, 5H), 1 .37(m, 2H), 1 .24(t, 3H, J=7.27 Hz), 0.93(t, 3H, 
J=7.45Hz), 

Ethyl 2-{4-[({4-{[4-(4-methoxybenzoyl)-1 -piperazinyl1methyl}-2-r4-(trifluoromethyl)phenyl]-1 ,3- 
thiazoN5-yl}methyl)sulfanyQ-2"methylphenoxy}propanoate 

1 H NMR (CDCI3) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.40(d, 2H, 
J=8.83 Hz), 7.24(d, 1H, J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz), 6.92(d, 2H, J=8.83 Hz), 6.59(d, 
1H, J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.30(s, 2H), 4.19(q, 2H, J=7.08 Hz), 3.84(s, 3H), 3.63(m, 6H), 
2.49(br s, 4H), 2.25(s, 3H), 1 .64(d, 3H, J=6.71 Hz), 1 .24(t, 3H, J=7.08 Hz), 

Ethyl 2-{4-[({4-[(4-benzoyM -piperazinyl)methylV2->[4-(trinuoromethyl)phenyl1-1 ,3-thiazol-5- 
yl}methyl)sulfanyQ-2-methylphenoxy)propanoate 

1 H NMR (CDCI3) 300MHz 6 7.99(d, 2H, J=8.55 Hz), 7.67(d, 2H, J=8.55 Hz), 7.41 (m, 5H), 
7.24(d, 1H, J=2.21 Hz), 7.15(dd, 1H, J=8.55, 2.21 Hz), 6.59(d, 1H, J=8.55 Hz), 4.73(q, 1H, J=6.71 
Hz), 4.30(s, 2H), 4.19(q, 2H, J=7.04 Hz), 3.83(br s, 2H), 3.56(s, 2H), 3.39(br s, 2H), 2.50(br s, 4H) t 
2.25(s, 3H), 1 .64(d, 3H, J=6.71 Hz), 1.24{t, 3H, J=7.04 Hz), 

Isobutyl 4^{5-({r4-(2^thoxy-1-methyl^^ 

|trifluoro met hyi)phenyl]-1,34hiazoM-yI}methyl)-1-plperazinecarbDxylate 

1 H NMR (CDCI3) 300MHz 6, 8.00(d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.26(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz), 6.59(d, 1H, J=8.55 Hz), 4.73(q, 1H, J=6.71 Hz), 4.32(s, 
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2H), 4.20(q, 2H, J=7.08 Hz), 3.88(d, 2H, J=6.62 Hz), 3.53(m, 6H), 2.46(br s, 4H), 2.25(s, 3H), 1 .94(m, 
1 H), 1.65(d, 3H, J=6.62 Hz), 1 25(1, 3H, J=7.17 Hz), 0.95(d, 6H, J=6.62 Hz). 

Ethyl 2-{2-methyl-4-[({4-{[4-<2-thienylcarbonyl)-1-p)perazinvl1methyl}-2-r4- 
(trifluoromethyI>phenyl]-1,3-thiazol-5-yI>m&thyl)sulfanyl]phenoxy}propanbate 

1 H NMR (CDCI S ) 300MHz 8 8.01 (d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.45(d. 1 H, 
J=4.97 Hz), 7.30(d, 1H, J=3.59 Hz), 7.25(d, 1H, J=2.21 Hz). 7.15(dd, 1H. J=8.28. 2.21 Hz), 7.05(m, 
1H). 6.60(d, 1H, J=8.28 Hz), 4.74(q. 1H, J=6.71 Hz), 4.31(s, 2H), 4.19(q. 2H, J=7.08 Hz), 3.78(t, 4H. 
J=4.69 Hz), 3.56(s, 2H), 2.55(t, 4H, J=4.69 Hz), 2.25(s, 3H). 1.65(d, 3H, J=6.71 Hz), 1.25(1, 3H, 
J=7.08 Hz), 

Phenyl 4-{[5-({[4-(2-ethoxy-1-inethyl-2-oxoethoxy)-3-methylphenyl]sulfanyl}methyl)-2-t4- 
fluorophenyl)-1,3-thiazpl^»-yl]methyl}-1-pipera2inecartioxylate 

1 H NMR (CDCy 400MHz 5 7.85(m, 2H), 7.33(m, 2H), 7.1 5(m, 7H), 6.57(d, 1 H, J=8.61 Hz), 
4.69(q, 1H, J=6.78 Hz), 4.27(s, 2H), 4.1 4(q, 2H, J=7.14 Hz), 3.63(br s, 4H), 3.50(s, 2H). 2.49(br s, 
4H), 2.23(s, 3H). 1 .60(d, 3H, J=6.78 Hz), 1 .22(t, 3H, J=7.14 Hz), 

Ethyl 2-{4-[({4-({4-[4-(dimethylamino)benzoyr|-1 -pipe^azinyl}methyl)-2^4- 
(trifluoroniethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyll-2-nr>ethylphenoxy>propant>ate 

'H NMR (CDCI 3 ) 300MHz 8 8.01 (d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.37(d, 2H, 
J=8.83 Hz), 7.25(d, 1H, J=2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 6.68(d, 2H, J=8.83 Hz), 6.60(d, 
1H, J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.32(s. 2H), 4.20(q, 2H, J=7.17 Hz), 3.67(br s, 4H), 3.55(s, 
2H), 3.02(s, 6H), 2.51 (br s. 4H). 2.26(s, 3H), 1 .65(d, 3H, J=6.71 Hz). 1 25(1, 3H, J=7.1 7 Hz), 

Ethyl 2-{4-[({4-fl4-(cyclohexylcarbonyl)-1 -piperazinyl]methyl>-2-[4-(faifluoromethvl)phenylM .3- 
thia2ol-5-yl)methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCI3) 300MHz 8 8.00(d, 2H. J=8.28 Hz). 7.68(d, 2H. J=8.28 Hz), 7.26(d, 1 H, 
J=2.21 Hz), 7.14(dd, 1H. J=8.28, 2.21 Hz), 6.59(d, 1H, J=8.28 Hz), 4.73(q, 1H. J=6.71 Hz), 4.30(s, 
2H), 4.20(q, 2H. J=7.08 Hz), 3.58(m, 6H), 2.47(m, 5H), 2.26(s, 3H), 1.63(m, 11H), 1.27(m, 5H), 

Ethyl 2^2-methyl-4-[({4-<{4-[(methylamino)carbonvl]-1-piperazinyl}methyl)-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methy»)sulfanyl]phenoxy}propanoate 

1 H. NMR (CDCIj) 300MHz 6 8.01 (d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.27(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.55, 2.21 Hz), 6.53(d, 1H, J=8.55 Hz), 4.84(m, 1H), 4.70(q, 1H, J=6.90 
Hz), 4.25(m, 4H), 3.52(m, 2H), 3.29(m, 4H). 2.80(d, 3H, J=4.42 Hz). 2.35(t. 4H, J=4.83 Hz), 2.22(s. 
3H). 1.64(d. 3H. J=6.90 Hz), 1.25(t. 3H. J=7.17 Hz), 

Ethyl 2-{4-r({4-({4-[(te/t-butylamino)carbonvn-1-piperazlnyl>methyl)-2-I4- 
(trifluoromethyl)phenyl1-1,3-thiazol-5.yl}methyl)sulfanyH-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 5 8.00(d, 2H. J=828 Hz), 7.67{d. 2H. J=828 Hz). 7.27(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz), 6.56(d, 1H, J=8.28 Hz), 4.72(q, 1H, J=6.81 Hz), 4.42(s, 



WO 02/059098 



PCT/US01/51056 



68 



1H), 4.33(d, 1H, J .63 Hz), 4.26(d, 1H, J=63 Hz), 420(q, 2H, J=7.08 Hz), 3.53(s, 2H), 3.29(m, 4H), 
2.40ft 4H, J=4.69 Hz), 2.25(s, 3H), 1.63(d, 3H, J=6.B1 Hz), 1.35(s, 9H), 125ft 3H, J=7.09 Hz), 

Ethyl 2^44((4^{44(4-methoxyanilino)carbonyl]-1-pipei^inyl}methyl)-2-[4- 
5 (trifluoromethyl)phenyl]-1,3-thiazol-5-yl}m 

1 H NMR (CDCI 3 ) 300MHz 8 8.05(d, 2H, J=8.28 Hz), 7 .73(d, 2H, J=828 Hz), 723(m t 4H), ' 
6.84(d, 2H, J=6.90 Hz), 6.66(d, 1H, J=8.55 Hz), 4.83(q, 1H, J=6.76 Hz), 4.36(d, 1H, J=63 Hz), 4.30(d, 
1H. J= 63 Hz), 4.16(q, 2H, J=7.08 Hz), 3.75(s, 3H), 3.46(m, 6H), 2.43ft 4H, J=4.83 Hz), 2.21(s, 3H), 
1 .58(d, 3H, J=6.76 Hz), 1 .20 ft 3H, J=7.08 Hz), 

10 

Ethyl 242^ethyM-[({4-[(4^[(2-phenylethyI^^ 

(trifluoromethyl)phenyl^1 t 3^thlazo^5^yl}methyl)sulfanyl]phenoxy}propanoat e 

1 H NMR (CDCy 300MHz 6 8.01 (d, 2H, J=828 Hz), 7.68(d, 2H, J=8.28 Hz), 7.24(m, 7H), 
6.57(d, 1H, J=8.55 Hz), 4.74(m t 2H), 4.33(d, 1H, J .35 Hz), 426(d, 1H, J .35 Hz), 4.20(q, 2H, J=7.04 
15 Hz), 3.50(m, 4H), 3.28(m, 4H), 2.84(t, 2H, J=7.04 Hz), 2.38ft 4H, J=4.83 Hz), 2.25(s, 3H), 1.65(d, 3H, 
J=6.62 Hz), 1.26ft 3H, J=7.04 Hz), 

Ethyl 2^2-methyM4({4^[4-(phenylsulfonyl)-1-piperazm 
1 > 3«thiazol-5-y!}methyl)sulfanyl]phenoxy}propanoate 

20 1 H NMR (CDCI 3 ) 300MHz 8 7.97(d, 2H, J=8.28 Hz), 7.77(d, 2H, J=8.28 Hz), 7.59(m, 5H), 

7.20(d, 1H, J=2.21 Hz), 7.10(dd, 1H, J=8.55, 2.21 Hz), 6.58(d, 1H, J=8.55 Hz), 4.73(q, 1H, J=6.71 
Hz), 4.19(m, 4H), 3.48(s, 2H), 3.07(br s, 4H), 2.56(br s, 4H), 2.25(s, 3H), 1.65(d, 3H, J=6.71 Hz), 
1.25(t,3H, J=7.04Hz), 

25 Ethyl 2^2-methyM^({2-[4-(trifluoromethyl)pheny^ 

piperazinyl)methyl]"1,3-thiazol-5>yl}methyl)sulfanyriphenoxy}propanoate 

1 H NMR (CDCy 300MHz 8 7.98(d, 2H, J=8.28 Hz), 7.90(d, 2H ? J=8.55 Hz), 7.81 (d, 2H, 
J=8.55 Hz), 7.67(d, 2H, J=8.28 Hz), 7.21 (d, 1H, J=2.21 Hz), 7.10(dd, 1H, J=8.28, 2.21 Hz), 6.58(d, 
1 H, J=828 Hz), 4.74(q, 1 H, J=6.71 Hz), 4.21 (m, 4H), 3.49(s, 2H), 3.09(br s, 4H), 2.58(br s, 4H), 

30 224(s, 3H), 1.66(d, 3H, J=671 Hz), 1.26(t, 3H, J=7.17 Hz), 

Ethyl 2-{4-r({4-{{4-[(4-methoxyphenyl)sulfonyl]-1"Piperazinvl}methyl)-2-[4« 
(trifluoromethyl)phenyl1-1 > 34hiazol>5-yl}methyl)sulfanyl1-2-methylphenoxy}propanoate 

1 H NMR (CDCI3) 300MHz 8 7.97(d, 2H, J=8.28 Hz), 7.67(m, 4H), 7.20(d, 1 H, J=2.21 Hz), 
35 7.09(dd, 1 H, J=8.55, 2.21 Hz), 6.99(d, 2H, J=8.83 Hz), 6.58(d, 1 H, J=8.55 Hz), 4.74(q, 1 H, J=6.71 
Hz), 4.20(m, 4H), 3.87(s, 3H), 3.49(s, 2H), 3.05(br s, 4H), 2.54(br s, 4H), 2.24(s, 3H), 1.66(d, 3H, 
J=6.71 Hz), 1.25ft 3H, J=7.04 Hz), 



Ethyl 2^4-r({4^r4-(ethy)sulfonyl)-1-pipe^^ 
40 5-yt)methyl)sulfanyl]-2-methyiphenoxy}propanoate 



WO 02/059098 



PCT/US01/51056 



69 



1 H NMR (CDCI,) 300MHz 8 8.00(d, 2H, J=828 Hz). 7.68(d, 2H, J=8.28 Hz), 7.26(d, 1H, 
J=2.48 Hz). 7.1 5(d. 1H. J=2.48 Hz), 6.59(d, 1H, J=828 Hz), 4.74(q, 1H, J=6.81 Hz), 4.28{s. 2H), 
420(q, 2H, J=7.17 Hz), 3.55(s, 2H), 3.32ft 4H, J=4.69Hz), 2.96(q, 2H, J=7.45 Hz), 2.55(brs. 4H), 
2.25(s, 3H), 1 .65(d, 3H, J=6.81 Hz), 1 .38(t, 3H. J=7.45 Hz), 1 25ft 3H. J=7.1 7 Hz), 

Ethyl 2^2- methyM-r(f4^r4^methvtsulfonyl)-1-piperazinynmethvl}-2-f4-(trmuoromethvl)phenYlV 
1^-thiazol-S-yl}methyl)sulfanyr|phenoxy)propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.00(d, 2H, J=8.55 Hz), 7.68(d, 2H. J=8.55 Hz), 7.26(d, 1H, 
J=221 Hz), 7.15(dd, 1H, J=8.55, 221 Hz), 6.59(d, 1H, J=8.55 Hz). 4.73(q, 1H, J=6.71 Hz), 4.27(s, 
2H), 4.20(q. 2H. J=7.17 Hz), 3.56(s, 2H), 324ft 4H, J=4.55 Hz), 2.78(s, 3H), 2.58(t. 4H. J=4.55 Hz), 
2.24(s. 3H). 1 .64(d, 3H, J=6.71 Hz), 1 25ft 3H. J=7.17 Hz), 

Ethyl 2-f4>r({4-[(4-{[4-(acetylamino)phenyl]sulfonyl}-1-ptperazinyl)methyll-2.r4- 
(trifluoromethyl)phenyn-1,3-thlazo|.5-yt}methyl)sulfanylI-2-methylphenoxy)propanoate 

'H NMR (CDCy 300MHz 5 8.40(s. 1H), 7.96(d, 2H, J=8.28 Hz), 7.66(m. 6H). 7.16(d, 1H, 
J=221 Hz). 7.07(dd. 1H, J=828, 2.21 Hz), 6.56(d, 1H, J=828 Hz), 4.73(q. 1H, J=6.71 Hz), 422(m, 
4H), 3.51(s, 2H). 3.03(br s, 4H), 2.55(brs, 4H), 2.19(m, 6H), 1.65(d, 3H, J=6.71 Hz). 1.27(t. 3H, 
J=7.04 Hz). 

Ethyl 244-r( {4-({44(4-fluorophenyl)sulfonyn-1-Piperazinvl>methvl)-2-r4-(trifluoromethyl)phenvn- 
1,3-thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 5 7.97(d. 2H, J=828 Hz), 7.77(m, 2H). 7.66(d. 2H. J=8.28 Hz), 
7.22(m. 3H), 7.10(dd, 1H, J=8.55. 221 Hz). 6.58(d. 1H, J=8.55 Hz); 4.74(q. 1H, J=6.81 Hz), 4.20(m, 
4H), 3.49(s, 2H), 3.07(br s. 4H), 2.57ft 4H, J=4.42 Hz), 224(s, 3H). 1.65(d, 3H, J=6.81 Hz), 1.27ft 
3H.J=7.17Hz). 

Ethyl 2-{4-f(( 4-{r4-(2-furovl)-1 -piperazinvl1methyl>-2-r4-(trifluoromethyl)phenylM ,3-thiazo|.S- 
yl)methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H. J=8.28 Hz), 7.48(s, 1 H), 
7.24(d, 1H, J=2.21 Hz), 7.15(dd, 1H, J=8.28. 2.21 Hz). 6.99(d. 1H, J=3.59 Hz). 6.60(d, 1H, J=8.28 
Hz), 6.48(m, 1 H). 4.73(q, 1H, J=6.71 Hz), 4.31(s, 2H), 4.20(q, 2H, J=7.08 Hz). 3.83(br s, 4H), 3.55(s, 
2H), 2.54ft 4H, J=4.83 Hz), 2.25(s, 3H), 1 .64(d, 3H, J=6.71 Hz), 1 .24(t, 3H, J=7.08 Hz). 

Ethyl 2-{4-f({4-({4-[(isopropylamino)carbonvI1-1-piperazinvl}methyl)-2-[4- 
(trifluoromethyl)phenyn-1,3-thiazol-5-yl}methvl)sulfanvn-2-fnethylphenoxy)propanoate 

1 H NMR (CDCI3) 300MHz 8, 8.01(d, 2H, J=8.28 Hz). 7.67(d, 2H. J=8.28 Hz), 727(d, 1H, 
J=1.93 Hz), 7.14(ddd, 1H, J=8.55, 2.21, 0.55 Hz), 6.55(d, 1H, J=8.28 Hz), 4.72(q, 1H, J=6.81 Hz), 
4.47(d, 1H, J=7.17 Hz), 4.26(m, 4H), 3.99(m. 1H), 3.52(m, 2H), 3.29(m. 4H). 2.37(t, 4H, J=4.69 Hz). 
2.24(s, 3H), 1.64(d. 3H. J=6.62 Hz), 125ft 3H, J=7.17 Hz), 1.15(m, 6H). 
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Ethyl 2-{4-r({4-(l4- (methoxyacetvl)-1-Piperazinynmethvl>-2-r4-(trifluoromethyl)phenvll-1.3- 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCy 300MHz 5 8.00(d. 2H. J=8.28 Hz), 7.67(d. 2H. J=8.28 Hz). 7.24(d, 1H, 
J=2.21 Hz). 7.14(dd. 1H. J=8.28. 2.21 Hz). 6.58(d. 1H, J=8.28 Hz). 4.73(q. 1H. J=6.71 Hz). 4.29(s. 
5 2H). 4.20(q, 2H. J=7.17 Hz). 4.10(s, 2H). 3.64(m. 2H). 3.54(s. 2H). 3.48(m, 2H), 3.42(s. 3H). 2.47(m. 
4H), 2.25(s, 3H). 1 .64(d. 3H. J=6.71 Hz). 1 .24(t. 3H. J=7.17 Hz). 

Ethyl 2-14-rff 4-H4-i sobutyryM -piperazlnyl)methyn-2-f4-(trifluoromethvl)phenyn»1 ,3-thlazol-5- 
yl}methvt)sulfanyl1-2-methylphenoxy}propanoate 
10 1 H NMR (CDCW 300MHz 5 8.00(d, 2H. J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz), 7.24(d, 1 H, 

J=2.48 Hz). 7.14(dd, 1H. J=8.55. 2.48 Hz), 6.59(d, 1H. J=8.55 Hz), 4.74(q, 1H, J=6.71 Hz). 4.30(s. 
2H). 4.20(q, 2H, J=7.17 Hz). 3.58(m. 6H). 2.79(m. 1H). 2.46(t, 4H. J=4.55 Hz). 2.24(s. 3H). 1.64(d. 3H, 
J=6.71 Hz). 1 .24(t. 3H. J=7.17 Hz), 1.13(d. 6H, J=6.71 Hz). 

15 Ethyl 2^4-r(W[4^2.2^im ethvlpropanovl)-1-plperazlnvl]methyl}-2-r4^trifluoromethyl)phenvn- 
1,3-thiazol-5-yl)methvl)sulfanyl]-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 5 8.00(d. 2H. J=8.28 Hz), 7.68(d. 2H. J=8.28 Hz). 7.24(d. 1H, 
J=2.21 Hz). 7.15(dd. 1H. J=8.28. 2.21 Hz), 6.60(d, 1H. J=8.28 Hz). 4.73(q. 1H. J=6.71 Hz), 4.31(s. 
2H), 4.20(q, 2H, J=7.08 Hz), 3.66(t, 4H, J=4.69 Hz), 3.52{s. 2H), 2.48(t, 4H. J=4.69 Hz), 2.26(s, 3H). 
20 1.65(d.3H, J=6.71 Hz), 1.27(m, 12H). 

Ethyl 2-{4-f(f4-ff4-r(4-fluoroanilino)carbonyl]-1-plperazlnyl}methyn-2-f4- 
(trifluoromethyl)phenyl]-1 r 3-thiazol-5-yl}methyl)sulfanvn-2-methylphenoxy)propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.04(d. 2H, J=8.28 Hz), 7.69(d. 2H. J=8.28 Hz). 7.33(m. 2H). 
25 7.17(dd. 1H, J=8.55. 2.21 Hz). 6.96(m, 2H). 6.52(d. 1H. J=8.55 Hz), 4.72(q. 1H. J=6.90 Hz), 4.27(m, 
4H), 3.59(d, 1 H, J .52 Hz), 3.51(d. 1 H. J .52 Hz). 3.34(m. 4H). 2.33(t, 4H. J=4.97Hz). 2.22(s. 3H). 
1 .62(d. 3H. J=6.90 Hz), 1 .26(t. 3H. J=7.17 Hz). 

Ethyl 2-{4-[(f4-f(4-f(3-methoxyanilino)carbonylM-piperazlnyl)methyl)»2-r4- 
30 (trffluoromet hyl)phenvn-1.3-thiazol.5.vl}methvnsulfanyl)-2-methvlphenoxy}propanoate 

1 H NMR (CDCIj) 300MHz 6 8.04(d. 2H, J=8.28 Hz), 7.69(d, 2H. J=8.28 Hz). 7.31(d, 1H, 
J=2.21 Hz). 7.16(m. 2H), 6.89(m, 2H). 6.59(dd. 1H. J=8.28. 2.21 Hz). 6.53(m. 1H). 4.73(q. 1H. J=6.90 
Hz). 4.27(m. 4H). 3.79(s. 3H). 3.56(m. 2H). 3.37(m, 4H), 2.36(t, 4H. J=4.69 Hz). 2.23(s. 3H). 1.63(d. 
3H,J=6.90Hz), 1.26(t,3H,J=7.17Hz), 

35 

Ethyl 2-{4-r(f4-fr4- (aminocarbonyl)-1-piperazinyl1methyl}-2-[4-(trifluoromethyl)phenvn.1.3. 
thiazol-5-yl}methyl)sulfanyll-2-methylphenoxy}propanoate 

1 H NMR (CDCI 3 ) 300MHz 6 8.01(d. 2H. J=8.28 Hz), 7.68(d. 2H. J=8.28 Hz), 7.26(d. 1H, 
J=2.21 Hz). 7.15(dd, 1H. J=8.55, 2.21 Hz). 6.56(d, 1H. J=8.55 Hz). 4.83(s. 2H). 4.71(q. 1H. J=6.81 
40 Hz). 4.26 (m. 4H), 3.55(m, 2H). 3.34(m. 4H). 2.4 1 (t. 4H. J=4.55 Hz). 2.24(s. 3H). 1 .63(d. 3H. J=6 81 
Hz). 1.25(t.3H. J=7.04Hz). 
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Ethyl 2-{4-fff4-({4 -[(cyclohexvlamino)carbonyl]-1-pipera2inyl)methy»-2-r4- 
(trinuoromethvl)phe nyll-1.3-thla2o|.5-yl}methvl)sulfanvn-2-methylphenoxv>propanoate 

1 H NMR (CDCy 300MHz 6 8.00(d, 2H. J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.26(d. 1H, 
5 J=2.21 Hz), 7.14(dd, 1 H, J=8.55, 2.21 Hz), 6.54(d, 1 H, J=8.55 Hz), 4.72(q, 1 H, J=6.81 Hz), 4.49(d, 
1H, J=7.45 Hz), 4.25(m, 4H), 3.64(m, 1H), 3.52(m, 2H). 3.28(m, 4H). 2.38(t, 4H, J=4.83 Hz), 2.24(s, 
3H), 1.95(m, 2H), 1.65(m, 7H). 1.38(m, 2H), 1.24(1, 3H, J=7.04 Hz), 1.10(m, 2H), 

Ethyl 2-{2-m&thyl-4-r({4-»4-rrpr opylamIno)carbonvll.1-ptperazlnyl)methvn-2-f4- 
10 (trifluorometh yl)phenvlM.3-thiazo|.S-vl}methvl)sulfanvnphenoxy}propanoate 

'H NMR (CDCI,) 300MHz 8 8.01 (d, 2H, J=8.00 Hz), 7.68(d, 2H, J=8.00 Hz), 727(d, 1 H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28. 2.21 Hz), 6.54(d. 1H. J=8.28 Hz). 4.75(m, 2H), 4.26(m. 4H). 3.53(m. 
2H), 3.33(m, 4H), 3.1 9(m, 2H), 2.36(t, 4H, J=4.69 Hz), 2.23(s. 3H), 1 .64(d, 3H, J=6.90 Hz), 1 .52(m 
2H), 1 .25(t, 3H, J=7.17 Hz), 0.92(t, 3H, J=7.45 Hz), 

15 

Ethyl 2^4^4^(f4-r( ethylamino)cali>onyl^1^>ipel^inyl)methyl)-244^ftrifluoromethvnphenyl^. 
1,3-thlazol-5-yl}methvl)sulfanyn-2-methy)phenoxy)propanoate — 

1 H NMR (CDCI 3 ) 300MHz 5 8.02(d, 2H, J=8.28 Hz), 7.69(d, 2H. J=8.28 Hz), 7.27(d. 1H, 
J=2.21 Hz), 7.15(dd, 1H. J=8.55, 2.21 Hz), 6.54(d, 1H. J=8.55 Hz), 4.72(m, 2H), 4.26(m, 4H), 3.54(m, 
20 2H). 3.29(m, 6H), 2.38(t, 4H, J=4.28 Hz), 2.25(s, 3H), 1 .65(d. 3H, J=6.90 Hz), 1 .26(t. 3H, J=7.04 Hz) 
1.15(t,3H,J=7.31 Hz), 

Ethyl f2-roethv)-4-« r 4-fl3-(5-methvl-1 ,2,4-oxad lazol-3.vl)phenoxy]methvl)-2-<4- 
{trifluoromethyl}phenvl)-1,3-thiazol-5-yl]iTiethvl}sulfanyl)phenoxy]acetate 

To a stirred solution of ethyl f4-({[4-(hydroxymethyl)-2^trifluoromethy0phenyl)-1,3-thiazol-5^ 
yQmethyl)sulfanyl)-2-methylphenoxy]acetate (40mg, 0.08mmoles, 1eq) in dry toluene (2ml) was added 
3-(5-methyl-1,2,4-oxadiazol-3-yl)phenol (15mg, 0.088mmoles, 1.1 eq) followed by triphenylphosphine 
(25mg, 0.096mmoles, 1.2eq) as a solid. Diisopropylazodicarboxylate (0.017ml, 0.088mmoles, 1.1eq) 
was then added dropwise and the reaction was stirred for 2 hours at room temperature. The reaction 
was then partitioned between EtOAc and H 2 0. After the separation of the phases the organic phase 
was washed with 0.1 N NaOH, brine, dried over NsijSO* filtered, concentrated in vacuo and purified 
via flash chromatography (10% EtOAc/Hexanes to 35% EtOAc/Hexanes) to yield 40mg (76%) of 
product. 

1 H (CDCI 3 ) 400MHz 8 8.02(d, 2H, J=820 Hz), 7.68(m, 4H), 7.38(t, 1H, J=7.95 Hz), 7.19(d, 
1H. J=1.54), 7.12(dd, 1H, J=8.37, 2.39 Hz), 7.06(dd, 1H, J=8.20. 2.39 Hz), 6.57(d, 1H, J=8.20 Hz),' 
4.95(s, 2H), 4.59(s, 2H). 4.27(s, 2H), 4.22(q, 2H. J=7.12 Hz), 2.65(s, 3H). 2.18(s, 3H), 1.25(t, 3H ' 
J=7.12 Hz). TLC(50% EtOAc/Hexanes) R, = 0.76 

The following compounds were made using the general Mitsunobu reaction conditions 
detailed above: 
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Ethyl 2^2-methyM-r({4^r3^5-me^ 

(trifIuoromethy0phenyl1-1 > 3-thiazoN5«yl)methyl)sulfanyl]phenoxy}propanoate 

1 H NMR (CDCI 3 ) 400MHz 6 8.03(d, 2H, J=8.20 Hz), 7.69(m, 4H), 7.39(m, 1 H), 7.20(m, 1 H), 
7.09(m, 2H), 6.55(d, 1H, J=8.37 Hz), 4.99(d, 1H, J .62 Hz), 4.95(d, 1H, J .62 Hz), 4.70(q, 1H, J=6.78 
Hz), 4.16(q, 2H, J=7.18 Hz), 2.65(m, 3H), 2.18(s, 3H), 1.61(d, 3H, J=6J8 Hz), 1.20(t, 3H, J=7.18 Hz), 

Ethyl (2-methyl-4-{ t(4-{ [3-(5-nriethyM £,4H>xadlazol-3-yl)phenoxy1methyI}-2-phenyM ,3-thiazol-5- 
y[)methyl]sulfanyl}phenoxy)acetate 

1 H NMR {CDCIJ 400MHz 6 7.91 (m, 2H), 7.69(m, 2H), 7.40(m, 4H), 7.20(d, 1H, J=2.39 Hz), 
7.13(dd, 1H, J=8.37, 2.39 Hz), 7.07(dd, 1H, J=8.37, 2.39 Hz), 6.57(d, 1H, J=8.37 Hz), 5.29(s, 2H), 
4.59(s, 2H), 4.27(s, 2H), 4.23(q, 2H, J=7.18 Hz), 2.65(s, 3H), 2.1 9(s, 3H), 1.27ft 3H, J=7.18 Hz). 

Ethyl r2^ethyM^{[2^trifIuoromethyl}p^ 
yf]methyl}sulfanyl)phenoxy1acetate 

1 H NMR (CDCy 300MHz 8 8.04(d, 2H f J=8.23 Hz), 7.71 (d, 2H, J=8.23 Hz), 7.34(m, 2H), 
7.23(d, 1H, J=2.39 Hz), 7.15(dd, 1H, J=8.49, 2.39 Hz), 7.00(m, 3H), 6.59(d, 1H, J=8.49 Hz), 4.94(s, 
2H), 4.64(s,_2H), 4.27(m, 4H), 2.26(s, 3H), 1.32ft 3H, J=7.17 Hz). TLC(30% EtOAc/Hexanes) R<= 
0.71 

Ethyl f2-methyM^{[4-[(2-methy1phenoxy) 
yl]methyl)sulfanyl)phenoxy]acetate 

1 H (CDCI 3 ) 300MHz 5 8.05(d, 2H, J=8.23 Hz), 7.72 (d, 2H, J=8.23 Hz), 7.21 (m, 4H), 6.93(m, 
2H), 6.59(d, 1H, J=8.49 Hz), 5.00(s, 2H), 4.64(s, 2H), 4.29(m, 4H), 2.26(m, 6H), 1.32ft 3H, J=7.17 
Hz). TLC(20% EtOAc/Hexanes) R, = 0.70 

Ethyl r2-methyM^{[44(3HTiethylphenoxy)methyn-2^^ 
yl]methyl}sulfanyl)phenoxy]acetate 

1 H (CDCI 3 ) 300MHz 8 8.05(d, 2H, J=8.49 Hz), 7.71 (d, 2H, J=8.49 Hz), 7.35(m, 1H), 726(dd, 
1H, J=2.39, 0.53 Hz), 7.21 (t, 1H, J=7.43 Hz), 7.15(ddd, TH, J=8.49, 2.39, 0.53 Hz), 6.81 (m, 2H), 
6.60(d, 1H, J=8.49 Hz), 4.92(s, 2H), 4.65(s, 2H), 4.29(m, 4H), 2.38(s, 3H), 2.25(s, 3H), 1.32(t, 3H, 
J=7.17 Hz). TLC(20% EtOAc/Hexanes) R, = 0.70 

Ethyl [2HTiethyM-({r44(4-methylphenoxv 
yl]methyl}sulfanyl)phenoxy]acetate 

1 H (CDCI 3 ) 300MHz 6 8.04(d, 2H, J=8.23 Hz), 7.71 (d, 2H, J=8.23 Hz), 7.27(dd, 1H, J=2.39, 
0.80 Hz), 7.l4(m, 3H), 6.88(d, 2H, J=8.49 Hz), 6.60(d, 1H, J=8.23 Hz), 4.92(s, 2H), 4.64(s, 2H), 
4.29(m, 4H), 2.33(s, 3H), 226(s t 3H), 1.32ft 3H, J=7.17 Hz). TLC(20% EtOAc/Hexanes) R, = 0,70 



Ethyl r4^{[4-[(3<yanophenoxy)methyl]-2-(4^trifluoromethyl)phenyl)-1 y 3-thiazol>5- 
yl1methyl}sulfanyl)-2-methylphenoxy1acetate 
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1 H (CDCI3) 300MHz 8 8.03(d. 2H, J=8.23 Hz), 7.71{d, 2H, J=823 Hz), 7.24(m, 6H), 6.61(d, 
1H, J=8.23 Hz), 4.88(s, 2H), 4.67(s, 2H), 428(m, 4H), 2.24(s, 3H), 1.31(t, 3H, J=7.17 Hz) . TLC(20% 
EtOAc/Hexanes) R, = 0.52 

5 Ethyl [4^{[4-[(4-cyanophenoxy)methy^ 
yr|methyi}sulfany0-2-methylphenoxy]acetate 

1 H (CDCI3) 300MHz 8 8.03(d, 2H, J=8.23 Hz), 7.73(d, 2H, J=8J23 Hz), 7.61 (d, 2H, J=9.03 . 
Hz), 7.23(dd, 1H, J=2.39, 0.53 Hz), 7.14(ddd, 1H, J=8.49, 2.39, 0.53 Hz), 7.01 (d, 2H, J=9.03 Hz), 
6.59(d, 1H, J=8.49 Hz), 4.91(s, 2H), 4.66(s, 2H), 4.28(m, 4H), 2.25(s, 3H), 1.32(t, 3H, J=7.17 Hz) . 
1 0 TLC(20% EtOAc/Hexanes) R, = 0.52 

Ethyl R^ethyM^C^^^S-methyUI^^-oxadiazol-S-yQphenoxylmethyi)^^- 
{trifluoro}methylphenyl)-1 > 3-thiazol-5-yl]methy!}sulfanyl)phenoxy]acetate 

1 H (CDCI3) 400MHz 8 7.99(m, 4H), 7.67(d, 2H, J=8.20 Hz), 7.21(dd, 1H, J=2.39, 0.68 Hz), 
1 5 7.1 0(m. 1 H), 7.02(m, 2H), 6.54(d, 1 H, J=8.37 Hz), 4.90(s, 2H), 4.59(s, 2H), 4.23(m, 4H) t 2.62(s, 3H), 
2.20(s, 3H), 1.26(t, 3H, J=7.18 Hz) . TLC(50% EtOAc/Hexanes) R, = 0.68 

Ethyl (2-methy)^[(4-[[4-<5-methyM ,2,4^xadiazol-3-yl)phenoxy1methyl}-2-phenyM ,3-thiazol-5- 
yl)methyl1sulfany!}phenoxy)acetate 
20 1 H NMR (CDCI3) 400MHz 8 7.98(d, 2H, J=8.89 Hz), 7.89(m, 2H), 7.42(m, 3H), 7.21 (d, 1 H, 

J=2.39 Hz), 7.10(dd, 1H, J=8.37, 2.39 Hz), 7.02(d, 2H, J=8.89 Hz), 6.54(d, 1H, J=8.37 Hz), 4.89(s, 
2H), 4.59(s, 2H), 4.23(q, 2H, J=7.18 Hz), 3.47(s, 2H), 2.62(s, 3H), 2J20(s, 3H), 127(t, 3H f J=7.18 Hz), 

Ethyl 2^2HTiethyM-r({4^[4^5-methy^ 
25 (trifluoromethy^phenyll'l^-thiazol-S-y^methyQsulfanynphenoxylpropanoate 

1 H NMR (CDCI3) 300MHz 8 8.04(m, 4H), 7.71 (d, 2H, J=8.23 Hz), 7.25(d, 1H, J=2.39 Hz), 
7.11(dd, 1H, J=8.49, 2.39 Hz), 7.06(d, 2H, J=9.03 Hz), 6.57(d, 1H, J=8.49 Hz), 4.97(d, 1H, J .68 Hz), ■ ) 
4.91 (d, 1H, J .68 Hz), 4.73(q, 1H, J=6.81 Hz), 4.29(s, 2H), 4.20(q, 2H, J=7.17 Hz), 2.67(s, 3H), 2.23(s f ( 
3H), 1.65(d, 3H, J=6.81 Hz), 1.25(t, 3H, J=7.17 Hz), 

30 

Ethyl 2-(2-methyl-4-fl(4-{[4-(5-methyM ,2,4-oxadiazoI-3-y])phenoxy]methyl}-2-phenyl-1 ,3-thiazol- 
5-yl)methyl]sulfanyl}phenoxy)propanoate 

1 H NMR (CDCI3) 400MHz 8 7.99(d, 2H, J=9.06 Hz), 7.89(m, 2H), 7.42(m, 3H), 7.20(d, 1 H, 
J=2.22 Hz), 7.06(dd, 1H, J=8.37, 2.22 Hz), 7.02(d, 2H, J=9.06 Hz), 6.52(d, 1H, J=8.37 Hz), 4.89(d, 
35 1H, J .62 Hz), 4.85(d, 1H, J .62 Hz), 4.68(q, 1H, J=6.78 Hz), 4.23(s, 2H), 4.17(q, 2H, J=7.12 Hz), 
2.62(8, 2H), 2.19(s, 3H), 1.61(d, 3H, J=678 Hz), 1.21(1, 3H, J=7.12 Hz), 

4-(Ch)oromethyl)-2-methylphenyl methyl ether 

To a stirred solution of (4-methoxy-3-methylphenyl)methanol (2.31 g, 15.18mmoles, 1eq) in 
40 anhydrous CH 2 CI 2 (50ml, 0.3M) was added hexachloroethane (3.59g, 15.18mmoles, 1eq) and 
triphenylphosphine (3.98g, 15.18mmoles, 1eq). This mixture was stirred at room temperature 
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overnight at which point the reaction was transferred to a separatory funnel and washed with H 2 0, 
brine, dried over Na 2 S0 4> filtered, concentrated in vacuo and filtered through a plug of silica gel (30% 
EtOAc/Hexanes) to yield 2.59g (100%) of product. 

1 H NMR (CDCI 3 ) 400MHz 5 7.16(m, 2H), 6.76(d, 1H, J=8.10 Hz), 4.52(s ? 2H), 3.81(s, 3H), 
5 2.19(s,3H), 

(4-Methoxy-3-methylbenzyQ(triphenyl)phosphonium chloride 

To a 250ml round-bottom flask equipped with a magnetic stir-bar and N 2 inlet was added 4- 
(ChloromethyJ)-2-methylphenyl methyl ether (2.59g, 15.18mmoles, 1eq), dry toluene (50ml, 0.3M) and 
10 triphenylphosphine (3.98g, 15.18mmoles, 1eq). The reaction mixture was refluxed overnight. After 
cooling to room temperature the solvent was removed in vacuo, the residue washed with hexanes and 
the solid/liquid mixture was filtered to yield 4.48g (71 %) of solid product 

1 H NMR (CDCI3) 400MHz 5 7.66(01, 1 5H), 6.93(m, 1 H), 6.54(m, 2H), 5.24(d, 2H, J .79 Hz), 
3.68(s, 3H), 1.90(s, 3H) t 

4- [(Tetrahydro-2H-pyran-2-yloxy)methy^ 
carbaldehyde 

To a- stirred mixtureof pyridinium chiorochromate (6.9g, 32.12mmoles, 4eq) in dry CH 2 CI 2 

(40ml, 0.2M) was added {4-[(tetrahydro-2tf-pyran-2-yloxy)methy0 
20 thiazol-5-yl}methanol (3.0g, 8.03mmoles, 1eq) in CH 2 CI 2 (10mi). The mixture was stirred at room 

temperature for 4 hours at which time the reaction mixture was quenched by allowing it to stir with sat. 

NaHC0 3 . Once the quenching had ceased the reaction was filtered through Celite and the filtrate was 

transferred to a separatory funnel where the phases were separated. The organic phase was dried 

over Na 2 S0 4 and concentrated in vacuo to yield 2.1 8g (73%) of clean aldehyde. The crude product 
25 was used without purification. 

1 H NMR (CDCI3) 400MHz 5 1 0.39(s, 1 H), 8.09(d, 2H, J=8.28 Hz), 7.70(d, 2H, J=8.28 Hz), 

5.22(d, 1 H, J .97 Hz), 4.96(d, 1 H, J .97 Hz), 4.83(rn, 1 H), 3.87(m, 1 H), 3.58(m, 1 H), 1 .81 (m, 2H), 

1.61(m,4H), 

30 5>[(£)-2-(4-Methoxy-3-methylphenyl)ethenyn-4"[(tetrahydro-2H-pyran-2-yloxy)methyri-2-I4- 
(trifluoromethyl)phenyn-1,3-thiazole 

To a suspension of NaH (60% dispersion in mineral oil, 242mg, 6.32mmoles, 1 .4eq) in dry 
CH 2 CI 2 (15ml) was added (4-Methoxy-3-methylbenzyI)(triphenyl)phosphonium chloride (2.62g, 
6.32mmoles, 1 .4eq). This was allowed to stir at room temperature for 1 .5 hours followed by the 
35 dropwise addition of 4-[(tetrahydro-2H-pyran-2-yloxy)methyQ-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole- 

5- carbaldehyde (1.68g, 4.51mmoies, 1eq) in anhydrous carbon tetrachloride (25ml). The resulting 
reaction mixture was refluxed overnight at which point (after cooling to room temperature) the reaction 
was washed with 1N NaOH, H 2 0, brine, dried over Na 2 SO< and concentrated in vacuo to yield a 
>100% yield of a light green oil. The crude material was used without purification. 
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1 H NMR (CDCI3) 400MHz 5 8.05(d, 2H, J=8.24 Hz), 7.68(d t 2H, J=8.24 Hz), 7.29(m, 3H), 
6.85(m, 2H), 4.98(d, 1H, J=12.09 Hz), 4.81(m, 2H), 4.01(m, 1H), 3.86(8, 3H), 3.62(m, 1H), 2.26(s, 3H) f 
1.72(m, 6H), 

{5-[2-(4-Methoxy-3-methylphenyl)ethyfr2-r4^ 

To a stirred solution of 5-[(E)-2-(4-Methoxy-3-methyl^^ 
2-yioxy)methy0-2-[4^trifluoromethy!)phenylh1 t 3-thiazole (2.20g, 4.51mmoles, 1eq) in EtOH (50mi, 
0.1M) was added 10%Pd/C (500mg). The system was degassed using an aspirator and H 2 was 
introduced via a balloon. The reaction was heated to 60 °C overnight which, after cooling to room 
temperature, was filtered through Celite, washed with EtOAc and concentrated in vacuo. This 
reaction yielded after chromatography 760mg (41%) of clean alcohol. 

1 H NMR (CDCI3) 400MHz 5 7.98(d, 2H, J=8.24 Hz), 7.66(d, 2H, J=8.24-Hz), 6.91 (m, 2H), 
6.72(d, 1H, J=8.10 Hz), 4.54(s, 2H), 3.80(s, 3H), 3.1 1(t, 2H, J=7.42 Hz), 2.87(t,'2H, J=7.42 Hz), 
2.1 8(s, 3H), 2.05(brs, 1H) t 

4-(BromomethyI)-542-(4-methoxy-3-methylphenyl)e^ 
thiazole 

To a 100ml round-bottom flask equipped with a magnetic stir-bar and N 2 inlet was added {5- 
[2-(4-Methoxy-3-me%lphenyl)ethyQ-2-[4-(^ (0.708g f 
1.74mmoIes, 1eq), CH 2 Cl2 (20ml), carbon tetrabromide (0.634g, 1.91mmoles, 1.1 eq) and 
triphenylphosphine (0.501 g, 1.91mmoles, 1.1 eq) in that order. The reaction was stirred overnight at 
which time it was diluted with CH 2 CI 2 and washed with H 2 0, brine, dried over Na 2 S0 4 , concentrated in 
vacuo and purified via silica gel chromatography to yield 573mg (70%) of product. 

1 H NMR (CDCI 3 ) 400MHz 5 7.97(d, 2H, J=8.10 Hz), 7.64(d, 2H, J=8.10 Hz), 6.94(m, 2H), 
6.73(d, 1H, J=8.10 Hz), 4.46(m, 2H), 3.79(m, 3H), 3.12(t, 2H, J= 7.24 Hz), 2.91 (t, 2H, J=7.24 Hz), 
2.19(s, 3H), 

4^2K4^Bromomethvl)-244^trifluoromethynphenyl]-1,3-thiazol-5-yl}et 

To a 50ml round-bottom flask equipped with a magnetic stir-bar, an addition funnel and N 2 
inlet was added 4-(Bromomethyl>5-[2-(4-methoxy-3-methylpte^ 

1,3-thiazole (468mg, LOmmoles, 1eq) and dry CH 2 CI 2 (15ml, 0.1 M). The mixture was cooled to-78°C 
(dry ice/acetone) after which boron tribromide (1M in CH 2 Cl 2 , 3ml, 3.0mmoies, 3eq) was added 
dropwise over the course of 15minutes. After the addition was complete, the cold bath was removed 
and the reaction was allowed to warm to room temperature and stirred for 1 hour. After this time, the 
reaction was cooled to 0°C and quenched very carefully with water. Once the reaction was 
quenched, it was transferred to a separatory funnel where the phases were separated. The aqueous 
fraction was washed three times with CH 2 CI 2 and the combined organic fractions were dried over 
Na 2 S0 4 , filtered, concentrated in vacuo to yield a quantitative yield of the titled phenol. The product 
was used without purification. 
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1 H NMR (CDCy 400MHz 8 7.96(d, 2H, J=8.28 Hz), 7.65(d, 2H, J=8.28 Hz), 6.93(m, 1H), 
6.85(d. 1H, J=8.10 Hz). 6.68(d, 1H, J=8.10 Hz), 5.42(br s, 1H), 4.45(s, 2H), 3.10(t, 2H, J=7.41 Hz), 
2.89(t, 2H, J=7.41 Hz), 2.20(s, 3H), 

The following compounds were mede by emine displacement as described above for General 
Alkylation with an Amine: 

4-(2-{4-{[4-(4-Methoxyphenyl)-1-piperazinyl1methyl}-2-[4-(tr)fluoromethyl)phenyl1-1.3-thiazol-5- 
yl}ethyl)-2-methylphenol 

'H NMR (CDCI3) 400MHz 8 7.94(d, 2H, J=8.28 Hz), 7.59(d, 2H, J=8.28 Hz). 6.91 (d, 1H, 
J=2.24 Hz), 6.86(d. 2H, J=9.31 Hz), 6.80(d, 2H. J=9.31 Hz), 6.74(dd, 1H, J=8.10, 2.24 Hz), 6.58(s, 
1H), 6.51(d, 1H, J=8.10 Hz), 3.73(s, 3H), 3.58(s, 2H), 3.12(t, 2H, J=7.50 Hz), 3.05(t, 4H, J=4.48 Hz), 
2.84(t, 2H, J=7.50 Hz), 2.64(t, 4H, J=4.48 Hz). 2.20(s, 3H), 

1^4-[4^{S-f2-(4-Hvdroxy-3-methylphenyl)ethyl1-2-[4-(trifluoromethyl)phenyl1-1 f 3-thiazol-4- 
yl}methyl)-1-piperazlnyllphenyl}ethanone 

1 H NMR (CD3OD) 400MHz 5 8.07(d, 2H, J=8.28 Hz). 7.85(d, 2H, J=9.14 Hz), 7.73(d, 2H, 
J=8.28 Hz). 6.92(d. 2H, J=9.14 Hz), 6.88(d, 1H, J=2.24 Hz), 6.77(dd, 1H, J=8.28, 2.24 Hz), 6.60(d, 
1H, J=8.28 Hz), 3.49(s. 2H). 3.32(t, 4H, J=4.83 Hz). 3.18(t. 2H. J=7.07 Hz). 2.88(t, 2H, J=7.07 Hz). 
2.51 (t, 4H. J=4.83 Hz). 2.47(s. 3H). 2.10(s. 3H). 

4-(2^r4-(3-Methoxyphenyl)-1-piperaz^ 
yI}ethyl)-2-m ethylphenol 

1 H NMR (CD 3 OD) 400MHz 8 8.07(d, 2H, J=8.10 Hz), 7.72{d, 2H, J=8.10 Hz). 7.09(t, 1H, 
J=8.28 Hz), 6.88(s, 1H), 6.77(dd, 1H, J=8.45, 2.24 Hz), 6.59(d, 1H, J=8.45 Hz), 6.51 (dd, 1H, J=8.28, 
2.24 Hz). 6.46(t, 1H. J=2^4 Hz). 6.3B(dd. 1H, J=828. 2^4 Hz), 3.72(s, 3H), 3.49(s, 2H). 3.1 8(t. 2H. 
J=6.47 Hz), 3.09(br s, 4H), 2.87(t. 2H. J=6.47 Hz). 2.52(br s, 4H). 2.10(s, 3H), 

4- (2-{4-{r4-(4-Chlorophenyl)-1-piperazlnyr]methvlV2-r4-(trifluoromethyl)phenyn-1,3-thiazol-5- 
yl)ethyl)-2-methylphenol 

1 H NMR (CD 3 OD) 400MHz 8 8.07(d, 2H, J=8.10 Hz), 7.73(d, 2H, J=8.10 Hz), 7.15(d, 2H, 
J=9.14 Hz), 6.89(m, 3H), 6.77(dd. 1H. J=8.45, 2.41 Hz), 6.59(d, 1H, J=8.45 Hz), 3.49(s, 2H), 3.18(t, 
2H, J=7.16 Hz), 3.09(t, 4H, J=5.09 Hz), 2.87(t. 2H, J=7.16 Hz). 2.53(t, 4H. J=5.09 Hz). 2.10(s, 3H). 

1 

2-r4-(2-{4^f4-(4-Methoxyphe^ 

5- yl}ethyI)-2>methylphenoxy]-2-methylpropanoic acid 

To a 25ml round-bottom flask equipped with a magnetic stir-bar and N 2 inlet was added 4-(2- 
{4-{[4-(4-MethoxyphenylH -piperaa 

methylphenol (53mg, 0.094mmoles, 1eq) in acetone (2ml, 0.05M) followed by the addition of 2- 
trichloromethyl-2-propano! (33mg, 0.188mmoles, 2eq)and NaOH (pellets, 30mg, 0J52mmole S| 8eq). 
This was stirred at room temperature overnight after which the acetone was removed in vacuo and the 
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resulting residue was partitioned between EtOAc and 1N HCI. The phases were then separated and 
the organic fraction was washed with brine, dried over Na 2 S0 4 and concentrated in vacuo to yield after 
chromatography 23mg (40%) of product 

1 H NMR (CDCy 400MHz 8 7.95(d, 2H, J=8.28 Hz), 7.62(d, 2H, J=8.28 Hz), 6.88(m, 5H), 
6.67(br s, 1H), 6.54(br s, 1H), 3.72(s, 3H), 3.61 (s, 2H), 3.23(m, 8H), 2.80(m, 4H), 2.1 5(s, 3H), 1.54(s, 
6H), 

MS(ES-) M-H= 652.2 

The following compounds were also made by alkylation of a phenol with trichloromethyl-2- 
propanol as above: 

2-[4^2^4^[4^4-Chlorophenyl)-1-piperaz^^ 
yi}ethyl)-2-methyiphenoxy1-2-methvlpropanoic acid 

1 H NMR (CD 3 OD) 400MHz 5 7.99(d, 2H, J=8.28 Hz), 7.66(d, 2H, J=8.28 Hz), 7.55(s, 1H) t 
7.14(d, 2H, J=8.10 Hz), 6.91(s, 1H), 6.82(d, 2H, J=8.10 Hz), 6.66(br s, 1H), 3.55(s, 2H), 3.28(m, 2H) 
buried under MeOH signal, 3.12(br s, 4H), 2.85(s, 2H), 2.65(br s, 4H), 2.13(s, 3H), 1 .52(s, 6H), 

MS(ES + ) M+H= 659.0 

2W2^4^r 4^3-MethoxyphenylM-pipe^ 
5-yl}ethyl)-2-methylphenoxy1-2-methylpropanoic acid 

1 H NMR (CD 3 OD) 400MHz 8 8.02(d, 2H, J=8.10 Hz), 7.68(d, 2H, J=8.10 Hz), 7.09(t, 1H, 
J=8.10 Hz), 6.92(s, 1H), 6.76(m, 2H) f 6.50(dd, 1H, J=8.10, 2.07 Hz), 6.42(t, 1H, J=2.07 Hz), 6.37(dd, 
1H, J=8.10, 2.07 Hz), 3.72(s, 3H), 3.51(s, 2H), 3.28(m, 2H) buried under MeOH signal, 3.12(m, 4H), 
2.83(t, 2H, J=7.1 6 Hz), 2.61 (m, 4H), 2.1 5(s, 3H), 1 .48(s, 6H), 

MS(ES')M-H= 652.1 

2-r4^2^4Kr4^4-Acetylphenyl)-1-piperazinyHm 
yf}ethyl)-2-methylphenoxy]-2-niethylpropanoic acid 

1 H NMR (CD3OD) 400MHz 8 8.01 (d, 2H, J=8.10 Hz), 7.82(d, 2H, J=9.14 Hz), 7.67(d, 2H, 
J=8.10 Hz), 6.90(m, 3H), 6.66(m, 2H), 3.61 (s, 2H). 3.37(br s, 4H), 3.13(t, 2H, J=6.81 Hz), 2.82(t, 2H, 
J=6.81 Hz), 2.68(br s, 4H), 2.44(s, 3H), 2.1 1 (s, 3H), 1 .50(s, 6H), 

2-Methyll-2^2-methyM4({4-I4-^ 
5-yI}methyQsulfanyl1phenoxy}propanoic acid 

From 2-me%M-[({4-(4-trifluoro^ 
yl}methyl)sulfanyl]phenol (0.021 g, 0.04 mmol), 2-methyl-2^2^ethyM-[({4-[4-(trifluoromethyJ)benzyl]- 
2-[4-(trifluoromethyl)phenyG-1,3-thiazol-5-y!}methyl)suIfany0phenoxy}propanoic acid (0.006g, 25%) 
was obtained as a white solid. 

1 H NMR (CD 3 OD): 8 8.02 (d, 2 H), 7.78 (d, 2 H), 7.60 (d, 2 H), 7.30 (d, 2 H), 723 (s, 1 H), 7.16 
(d, 1 H), 6.73 (d, 1 H), 4.29 (s, 2 H), 4.00 (s, 2 H), 2.17 (s, 3H), 1 .61 (s, 6 H); 1B F NMR (CD 3 OD): 8 - 
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64.18 (s), -64.73 (s); MS mfc 626 (M+1); HPLC RT 4.273 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% 
TFA). 6min @ 2ml/min @254/220nm). 

2-Methvl|.2^2-methyM^{444-ftrifluoro methoxv>ben2vl1.2-[4^trifluoromethvnphenvn-1.3- 
thiazol-5-yl>methyl)sulfanyl1phenoxv}propanoic acid 

From2-methyl-4-[((4-(4-trifluorometo 
y1}methyl)sulfanyl]phenol (0.048g, 0.086 mmol), 2-methyl-2-{2-methyl-4-[({4-[4- 
(trifIuoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yl}methyl)iulfanyl]phenoxy}propanoic acid (0.01 3g, 23%) was obtained as a white solid. 

1 H NMR (CD 3 OD): 5 8.04 (d. 2 H), 7.74 (d, 2 H), 7.20 (m. 6 H), 6.72 (d, 1 H). 4.26 (s. 2 H), 
3.95 (s, 2 H), 2.15 (s. 3 H), 1.61 (s, 6 H); 18 F NMR (CD s OD): 6 -59.86 (s). -64.72 (s); MS m/z642 
(M+1); HPLC RT 4.307 (C18 4.2x1 00mm. 0-100% ACN/H 2 0 (0.1% TFA). 6min @ 2ml/min 
@254/220nm). 

2^4-r((4-(4-methoxvben2 Vl)-2-f4-(trifluoromethvnphenvn-1.3-thia2ol-S-vl)methvnsulfanvn-2- 
methylphenoxy}-2-methylpropanoic acid 

From 4-[({4-(4-methoxybenzyl)-2-[4-(^ 
methylphenol (0.022g. 0.04 mmol). 2-{4-[({4-(4-methoxybenzyI)-2-[4-(trifiuoromethyI)phenyO-1.3- 
thiazol-5-yl)methyl)sulfanyl]-2-methylphenoxy}-2-methylpropanoic acid (0.003g, 12%) was obtained as 
a white solid. 

1 H NMR (CD,OD): 8 8.04 (d. 2 H). 7.76 (d. 2 H). 7.1 9 (s. 1 H). 7.14 (d. 1 H). 7.02 (d. 2 H). 6.81 
(d. 2 H). 6.69 (d. 1 H). 4.21 (s. 2 H). 3.83 (s. 2 H). 3.78 (s. 3 H). 2.17 (s. 3 H), 1.60 (s. 6 H); MS mfr 
588 (M+1); HPLC RT 4.136 (C1 8 4.2x1 00mm. 0-100% ACN/H 2 0 (0.1% TFA), 6min @ 2ml/min • 
@254/22Cnm). 

2-M ethyll-2-{2-methyl-4-r({4-r4.(methvlsulfanv»>befgvn-2-r4-ftrinuoromethvl) P henyn-1,3-th 
5-yl}methyl)sulfanyl]phenoxy)propanolcacid 

From 2-methyW-[({4-(4-methylsulfanyl)ber^0-2^ 
yl)methyl)sulfanyl]phenol (0.296g. 0.57 mmoi). 2-methyi-2-{2-methyl-4-[({4-[4-(methylsulfanyl)benzyl]- 
2-(4-(trifiuoromethyl)phenyl]-1 > 3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid (0.087g, 25%) 
was obtained as a white solid. 

1 H NMR (CD 3 OD): 5 8.04 (d, 2 H). 7.78 (d. 2 H), 7.13 (m. 6 H), 6.70 (d. 1 H), 4.22 (s. 2 H). 
3.87 (s. 2 H), 2.47 (s, 3 H), 2.15 (s. 3 H), 1.60 (s. 6 H); MS m/*r 604 (M+1); HPLC RT 4.220 (C18 
4.2x1 00mm. 0-1 00% ACN/H z O (0.1 % TFA), 6min @ 2ml/min @254/220nm). 

2-{4-[({4-(4-tert-butylben2vl).2-r4-ftrlfluorome thyl) P henvn.1.3.thiazo|.5-vl)methyl)sulfanyn-2. 
methylphenoxy}-2-methyl propa noic acid 

From4-[({4-(4-fert-butylben2yl)-2-[4-(trifiuoromethyl)phenyl]-1,3-thia2ol-5-yl}methyl)sulfanyl]- 
2-methylphenol (0.1 13g. 0.21 mmol). 2-{4-[({4-(4-fert-butylbenzyl)-2-[4-(trifluoromethyl)phenyl>1,3- 
thiazol-5-yi)methyl)sulfanyl]-2-methylphenoxy>2-methylpropanoic acid (0.01 2g. 9%) was obtained as 
a white solid. 
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1 H NMR (CD 3 OD): 8 8.04 (d, 2 H), 7.76 (d, 2 H), 7.29 (d, 2 H). 7.22 (s, 1 H), 7.16 (d, 1 H). 7.03 
(d, 2 H), 6.74 (d, 1 H); MS mfz 614 (M+1); HPLC RT 4.464 (C18 4.2x100mm, 0-100% ACN/H 5 0 (0 1 % 
TFA), 6min @ 2ml/min @254/220nm). 

5 ^ MethyH-2H2-meth y U^{4^34hienylmethvlV2^ tri f|uoromethvnDhenyn.1,3.thia2 0 ».S. 
yl}methvl)sulfanyl]phenoxy}propanoic acid 

From 2-methyl-4-[({4-(3-thienylmethyl)-2^ 

yl}methyI)sulfanyOphenol (0.072g, 0.15 mmol), 2-methyl-2-{2-methyl-4-[({4-{3-thienylmethyl).2-r4- 

(tnfl U oromethyl)phenyO-1,3-thia2oI-5-yl}methyl)sulfanyl]phenoxy}propanoic acid (0.039g 46%) was 
10 obtained as a cream solid. 

1 H NMR (CD 3 OD): 8 8.05 (d, 2 H), 7.76 (d. 2 H), 7.37 (t. 1 H), 7.20 (s. 1 H). 7.15 (d, 1H), 7 02 
(s, 1 H). 6.96 (d, 1 H), 6.70 (d, 1 H), 4.23 (s. 2 H), 3.96 (s, 2 H), 2.20 (s. 3 H), 1.60 (s, 6 H); MS m* 
564 (M+1); HPLC RT 4.112 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA). 6min @ 2ml/min 
@254/220nm). w 

Ethyl 2K2-methvl-4-r({4-r4-ftrifluoromethoxv) bere 

y>}methyl)sulfanyllphenoxy)propanoate 

From2-methyl-4-[({4-(4-trto 
yl}methyl) SU lfanyl]phenol (0.17g, 0.31 mmol). ethyl 2-{2-methyl-4-[({4-r4-(trifIuoromethoxy)ben 2 yIh2- 
[4-(trifluoromethyl)phenyO-1,3-thia2ol-5-yQmethyl)sulfanyl]phenoxy)propanoate (0.17g 83%) was 
obtained as a white solid. MS mfz 656 (M+1); HPLC RT 4.553 (C18 4.2x100mm, 0-100% ACN/KO 
(0.1 % TFA). 6min @ 2ml/min @254/220nm). 

Methyl p-methyM-f^Wtrifl^ 

yl)methvHsulfanvnphenoxy) acetale 

From2-methyl-4-I({4-(4-Wfluoromethoxy)^ 
yl)methyl) SU lfanyOphenol (0.17g. 0.31 mmol), methyl {^methyM^I^trifluoromethoxyJbenzyl]^ 
(trrfluoromethyl)phenyl]-1.3-thia2ol-5-yi)methyl)sulfanyl]phenoxy}acetate (0.15g, 80%) was obtained 
as a white solid. MS mfz 628 (M+1); HPLC RT 4.398 (C18 4.2x1 00mm. 0-100% ACN/KO (0 1% 
TFA). 6min @ 2ml/min @254/220nm). 
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Ethyl 2H2-methvl-4^({4-(3-thienvlmeth V 0.2-f4-ftrifl UOro methvl)phenvn.1.3.thi ag ni..q. 
yl}methvl)sulfanvllphenoxv}propanoate 

From 2-methyl-4-[((4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyl)-1 >thiazol-5- 
yi)methyl)sulfanyl]phenol. ethyl 2-{2-methyl-4-(({4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyl)-1 3- 
thia20l-5-yl}methyl)suifanyl]phenoxy}propanoate (0.225g, 0.47 mmol). (0.255g, 91%) was obtained as 
a yellow oil. 

MS mfz 578 (M+1); HPLC RT 4.412 (C18 4.2x1 00mm. 0-100% ACN/H 2 0 (0.1% TFA) 6min 
@ 2ml/min @254/220nm). 

40 Mg^l{2-methvl-4-ffl4-f3-thienYlm e th vt ). 2 . f4 . (trif i uorometnv , )pneny|] . 1t3 .^ 
yl}methyl)sulfanyl]phenoxv)acetate 
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From 2-methyl^[({4K3-thienyImethyl)-2-{4-(trifluoromethyl)prieriyl]-1 ,3-thiazol-5- 
yl}methyl)sulfanyQphenol. methyl {2-methy1-4-[({4.(3-thienylmethyi)-2-[4-(trifiuoromethyl)phenyl]-1 .3- 
thiazol-5-yl}methyl)sulfanyl]phenoxy}acetate (0.225g, 0.47 mmol), (0.259g. 94%) was obtained as a 
yellow oil. 

5 MS m/z 550 (M+1); HPLC RT 4.243 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA), 6min 

@ 2ml/min @254/220nm). 

The following 2compounds were made by the Mitsunobu reaction of 4-[({4-{[4-(4. 
Methoxyphenyl)-1-piperazjnyQme%I^2-[4^^ 
10 methylphenol with R and S Methyl lactate: 

Methyl (2S).2^4.r({4^r444^ethoxvph env».1otperazlnynmethvl>-2-r4^trifiuoromethvf) ph e nyr]. 
1,3-thlazol-5-yl}methyl)sulfanyn-2-methylphenoxy}propanoate 

'H NMR (CDCy 400MHz 5 7.97(d, 2H, J=8.24 Hz), 7.64(d. 2H, J=8.24 Hz), 7.21(d. 1H, 
15 J=2.20 Hz), 7.11(dd, 1H. J=8.42, 2.20 Hz). 6.86(d, 2H, J=9.16 Hz), 6.80(d, 2H, J=9.16 Hz). 6.54(d 
1H, J=8.42 Hz). 4.70(q. 1H. J=6.78 Hz). 4.30(s. 2H). 3.74(s. 3H), 3.69(s, 3H), 3.55(s. 2H), 3.06(br s 
4H), 2.62(br s, 4H). 2.21 (s, 3H), 1 .60(d. 3H, J=6.78 Hz), 

Methyl (2^-2^44({4^4-methoxvphe nyl).1.pi P eraz]nvnmethvlV2^44trifluoromethvl) P henyll. 
20 1,3-thiazol-5- y»methvl)sutfanvn-2-methylphenoxvipropanoate 

'H NMR (CDCI S ) 400MHz 6 7.97(d. 2H. J=8.24 Hz). 7.64(d, 2H. J=8.24 Hz). 722(d. 1H, 
J=2.01 Hz). 7.12(dd, 1H, J=8.42, 2.01 Hz). 6.88(d. 2H, J=9.16 Hz). 6.80(d. 2H. J=9.16 Hz). 6.55(d 
1H. J=8.42 Hz). 4.70(q. 1H, J=6.78 Hz), 4.32(s. 2H), 3.73(s. 3H), 3.69(s. 3H). 3.55(s, 2H), 3.06(t, 4H 
J=4.76 Hz), 2.61 (br s, 4H). 2.22(s, 3H), 1 .60(d. 3H, J=6.78 Hz), 

2^4-[({4-fl4-(44Vlethoxvphenyl)-lH } i P era zinvnmethW^^^ 
yl}methyl)sulfanyQphenoxy}-2-methylpropanoicacld 

To a stirred solution of ethyl 2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperaziny0methyl}-2-t4- 
(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl)methyl)sulfanyGphenoxy}-2-methylpropanoate (77.0g. 
0.1 12moles, 1eq) in THF (600ml, 0.1 9M) was added MeOH (50ml) and a 1N LiOH solution (6.1 8g in 
250ml H 2 0, 2.3eq). The mixture was refluxed for 5 hrs after which the THF was removed in vacuo. 
The residue was diluted with EtOAc and to it was added 1 N HCI until a pH of about 5 was reached. 
The phases were separated and the organic fraction was concentrated in vacuo, then titrated with 
isopropyl acetate twice which was subsequently removed in vacuo each time. The crude product was 
then recrystallized from EtOH to yield 52g (71%) of a white solid. 

1 H NMR (CD 3 OD) 400MHz 5 8.08(d. 2H, J=8.24 Hz). 7.75(d. 2H. J=8.24 Hz). 7.25(d. 2H. 
J=8.61 Hz). 6.94(d, 2H, J=9.16 Hz). 6.82(m, 4H), 4.28(s, 2H). 3.72(s. 3H). 3.59(s. 2H). 3.16(t, 4H 
J=4.94 Hz). 2.96(t, 4H, J=4.94 Hz), 1 .54(s. 6H), 

CHN Analysis: Theory (C, 60.26%; H, 5.21%; N, 6.39%) Found (C, 60.11%; H 5.31%- n 
6.23%) . , , 

HPLC (C-18, 3um) 0%-95% Acetonitrile/Water over 8 minutes R,= 5.48minutes 
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lH({4^en2yl-2-f4^trifluorom^ 
dimethytphenoxy)acetic acid 

Mass spec: calculated for C 2e H 24 F 3 N0 3 S 2 : 543. Found: 544 (MH + ). HPLC trace: retention 
time = 13.5 mm (Alltima C 1B , 5 micron, 250mm column, Gradient elution with 70-100% CHjCN/HP). 

2j4-[({4-benzyl-2-r4-(trifluoromethvn D henvn-1.3.thi a zo|.5-vl>methvl)sulfanYn.2. 
methylphenoxy}propanoIc acid 

Elemental analysis calculated for C^^NOsS,: C: 61 .8%, H: 4.5%, N: 2.6% Found- C- 
61 77%, H: 4.64%, N: 2.51 %. HPLC trace: retention Time .7 min (Alltima C w , 5 micron. 250 mm ' 
column, gradient elution with 70-100% CH 3 CN/H 2 0). 

2^4-r({4-benzvl.2^trifl UO rom ethv[)phenvn.1.3.thiazo|.5-vl>methyl)sulfanvn.2.3. 
dimethvlphenoxy)propanoic acid 

Elememtal analysis calculated for C 2B H 2B F 3 N0 3 S 2 : C: 62.4%. H: 4.7%. N: 2 5% Found- C- 
62.58%. H: 4.93%. N: 2.44%. HPLC trace: retention time= 14.7 min (Alltima C„ 5 micron, 250 mm 
column using gradient elution with 70-1 00%CH 3 CN/H 2 O). 

2-{4-[({4-benzyl-2-f4-(trifluoromethvn D h enyn-1.3-thiazol.5.yl}methvi)sulf a nyn .2. 
20 fluorophonoxy)propanoic acid 

Mass spec calculated for C^H^NO^: 547. Found: 548 (MH*). HPLC. Trace: retention 
time = 12.1 mm (Alltima C 18 . 5 micron. 250 mm column using gradient elution with 70-100% 
CH 3 CN/H 2 0). 

25 (2q-2H4.r({4Hr4H4.Methoxyphenvl)^ ^ 
thiazol-5-yl}methyl)surfanvl1-2 -methvlphenoxv) P ropanolcacid 

1 H NMR (CD 3 OD) 400MHz 6 8.07(d. 2H. J=8.24 Hz). 7.74(d. 2H. J=8.24 Hz), 7.19(d 1 H 
J=2.20 Hz), 7.09(dd, 1H, J=8.42. 2.20 Hz). 6.91(d. 2H. J=9.16 Hz). 6.80(d. 2H, J=9.16 Hz) 6 62(d 
1H, J=8.42 Hz), 4.68(q, 1H. J=6.78 Hz), 4.28(s. 2H), 3.71(s. 3H). 3.48(s. 2H). 3.05(L 4H, J=4.76 Hz) 
> 2.69(t,4H,J=4.76Hz),2.18(s,3H),1.57(d,3H,J=6.78Hz), 

Chiral HPLC (Chiralpak, 2cm) 75% Carbon Dioxide/25% Methanol over 65minutes R@ 88 

minutes 

(2^-2-{4-r({4Hf4-(4.Methoxvphenyl).1. P , D er a2 in yi] m ethvl>.2.f4.( trifl U or Q 

thiazo|.5-yl}methyl)sulfanyl1.2 .methvlphenoxy}pro D anoi c acid 

<H NMR (CD 3 OD) 400MHz 5 8.11(d, 2H. J=8.24 Hz), 7.76(d. 2H. J=8.24 Hz), 7.15(d, 1H 
J=2.20 Hz), 7.08(dd, 1H, J=8.42, 2.20 Hz), 6.93(d. 2H. J=9.16 Hz), 6.82(d, 2H, J=9.16 Hz), 6.67(d 

Tn.TfJ ^M'u^ J=6J8 HZ) ' 4 - 24(S ' 2HX 3 - 71{S - ^ ^ 2H >' 3 - 17 C «H ^-76 HZ). 
3.02(t, 4H, J=4.76 Hz), 2.1 8(s. 3H), 1 .55(d, 3H, J=6.78 Hz). 

Chiral HPLC (Chiralpak, 2cm) 75% Carbon Dioxide/25% Methanol over 65minutes RT58 
minutes ' 
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2_-(4-{[(2-(4-Fluorophenvl).44r4-(4-meth oxvphenvl).1.piDera2invnmethvlV.1,3-thia2Q|.S. 
yl)methvnsul fanyl}-2-methylphenoxv)-2-methvlpropanQlcacid 

'H NMR (CD3OD) 400MHz 8 7.95(m, 2H), 7.18(m, 3H), 7.05(br s, 1 H), 6.93(d, 2H, J=8.61 
Hz), 6.81(d. 2H, J=8.61 Hz), 6.69(br s. 1H), 4.22(s, 2H), 3.72(s, 3H), 3.55(s, 2H), 3.17(br s 4H) 
2.93(brs,4H),2.14(s,3H),1.59(s,6H). ' ' 

[4-Kr4-r(4-Benzvl-1- P iperazinvnme thyll.2-(44trifluoromethvl>Dhenyl)-1.3-thiazol.5. 
yl]methyl}sulfanyl)-2-methylphenoxy]acetic acid 

1 H (CD3OD) 300MHz 6 8.15(d, 2H, J=8.23 Hz). 7.81(d. 2H, J=8.23 Hz), 7.48(m, 5H), 7.24(s. 
2H), 6.74(s. 1 H), 4.55(s, 2H). 4.28(s, 2H), 4.1 5(s, 2H), 3.46(s, 2H), 3.06(s. 4H), 2.49(s. 4H) 2 09(s 
3H). MS(ES-)M-H= 625.98. TLC(10% MeOH/CH 2 Cy R, = 0.35 

{2.Methyl^({2^4^trffluoromethvl) P hen vl)^.f(4snethvl-1.piperidinvnmethyn-1.3-thiazol.S- 
yl}methyl)sulfanynphenoxy)acetic acid 

15 'H (CD 3 OD) 300MHz 5 8.20(d. 2H, J=7.97 Hz). 7.85(d, 2H, J=7.97 Hz), 7.27(s, 1 H). 7 08(s 

1H), 6.68(s. 1H). 4.62(s, 2H), 4.29(s, 2H), 3.70(s, 2H), 2.86(s, 2H), 2.26(s, 3H), 1.90(s. 2H),'l 48(m' 
5H). 1 .06(s, 3H) . MS(ES-) M-H= 548.91. TLC(10% MeOH/CH 2 Cy R, = 0.24 
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[2-Methyl-4-({r4^r4^5-met hy|.1.2.4-oxadiazol.3-vnDhenoxv1methvH-2.f4. 
{trifluoromethyl>phenvn-1 .3-thiazol-5-vnmethvl>5ulfanvl)phenoxv1acetic acid 

1 H (CDCy 400MHz 6 8.03(d, 2H, J=8.03 Hz), 7.93(d, 2H, J=8.89 Hz). 7.70(d, 2H, J=8.03 
Hz), 7.19(d, 1H, J=2.22 Hz), 7.07(dd, 1H, J=8.37, 222 Hz), 6.96(d, 2H. J=8.89 Hz). 6.53(d 1H 
J=8.37 Hz). 4.88(s, 2H). 4.64(s. 2H), 4.27(s. 2H). 2.65(s. 3H). 2.17(s, 3H) . TLC(5% MeOH/CHXU) R, 
= 0.13. MS(ES-) M-H= 625.92 ^ 

[2-Methyl-4-({r4-fr3-f5-met hy|.1.2.4-oxadiazol-3.vl)phenoxy1methvl>-2-r4. 
{trifluoromethyl>phenvn-1. 3-thiazol-5-vninethvl)sulfanvnphenoxv1aceticacid 

1 H (CDCy 400MHz 6 8.04(d. 2H. J=8.20 Hz). 7.69(m. 3H). 7.37(s. 2H). 7.16(dd, 1H. J=8 20 
2.22 Hz), 7.05(dd. 1H. J=8.20, 2.22 Hz). 6.91 (d. 1H. J=2.22 Hz), 6.62(d, 1H, J=8.20 Hz). 4.72(s 2H) 
4.43(s, 2H), 4.19(s. 2H), 2.73(s. 3H). 2.09(s. 3H) . 71C(5% MeOH/CHjCy R, = 0.13. MS(ES') M-H= ' 
625.86 

(2-MethyM^(2^trifluoromethy>)phenvlM ^ f4-(2-methvlphenyl)-1.piperazinynmethvlV^ 
thiazol-5-yl)methvllsulfanyl}phenoxv)acetic acid 

1 H (CDCI3) 400MHz 6 8.1 0(d, 2H, J=8.03 Hz). 7.73(d, 2H, J=8.03 Hz). 7.1 6(m, 4H), 7.01 (br s, 
2H), 6.73(d. 1H, J=8.37 Hz). 4.79{s. 2H). 4.08(s, 2H), 3.80(m, 4H), 3.53(m, 2H), 3.24(m. 4H), 2 40(s ' 
3H),2.18(s,3H). TLC(5%MeOH/CH 2 CyR, = 0.10. MS(ES-)M-H= 625.94 



40 



f4-({[4-{[4^4-Methoxyphenvl).1.piperazinynn Tethyl)-2Wtrifluoromethyl)phenyl).1.3-thia^ .«;. 
vIlmethyDsu lfanyD^-methylphenoxy^ aceticaciH ' 
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1 H (CDCy 400MHz 8 8.04(d, 2H, J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz), 7.12(s. 1H) 6 96(m 
3H) 6.81(d. 2H, J=8.89 Hz), 6.74(d, 1H, J=8.37 Hz), 4.76(s, 2H), 4.05(s, 2H), 3.74(s, 3H), 3.38(m ' 
10H),2.16(s.3H).UC(5%MeOH/CH 2 CI 2 )R, = 0.13. MS(ES-)M-H=641.90 

^ Methyl^f(2.(4^rlfluorome^ 

thiazol-5-vl) methvllsulfanvl)phenoxvtecetic mm 

'H (CDCI,) 400MHz 5 8.05(d, 2H, J=8.20 Hz), 7.72(d. 2H, J=8.20 Hz), 7.20(s, 1H), 7 06(d 
2H J=9.06 Hz). 6.91(m. 3H), 6.72(d, 1H. J=8.37 Hz). 4.77(s. 2H). 4.06(s. 2H). 3.54(br s. 8H) 3 27'fs 
2H),2.30(s,3H),2.16(s,3H). UC(5% MeOH/CH^) R, = 0.10. MS(ES") M-H= 625.99 ' 

thlazo|.5.yl)me thvnsulfanvl>phenoxv)acetlc acid * JL - L ~ 

1 H (CDCI3) 400MHz 8 8.03(d. 2H. J=8.20 Hz). 7.71(d, 2H. J=8.20 Hz), 7.02(m, 6H) 6 71(d 
1H, J=8.55 Hz). 4.76(s. 2H), 4.08(s. 2H), 3.52(br s. 8H). 3.31(s. 2H). 2.27(s. 3H). 2.16(s, 3H) 
TLC(5% MeOH/CH 2 CyR, = 0.10. MS(ES-)M-H= 625.94 

^{^^-FuroylH-piperazlny^^ 

yl1methv»sul fanvl)-2-methylphenoxv1acetic 3 r.iri 

1 H (CDCI3) 400MHz 5 8.02(d. 2H, J=8.20 Hz). 7.71(d. 2H. J=8.20 Hz). 7.48(d. 1H J=2 05 
Hz). 7.16(dd, 1H. J=8.20. 2.05 Hz). 7.07(m, 1H). 6.90(d, 1H, J=2.39 Hz), 6.74(d, 1H, J=8 20 Hz) 

^ 2H) ' 4 62(S ' 2H) ' 4 ° 5(S ' 2H> ' 3 46(S ' 2H) ' 2H >' 3 05 < br W 2.15( S '. 3H) 

. TLC(5% MeOHVCHjCW R, = 0.1 0. MS(ES') M-H= 629.83 

yOmethvnsulfanvlTphenoxviaceticacid XJ ~ 1 !S2L2 - 

1 H (CDCIj) 400MHz 5 8.22(m, 1H). 7.99(d, 2H. J=8.20 Hz). 7.68(d. 2H, J=8.20 Hz) 7 60(s 
1H). 7.20(dd, 1H. J=8.37. 2.39 Hz). 7.14(8. 1H). 6.76(m, 1H). 6.68(m, 1H), 4.68(8. 2H). 4 U(s 2H) 
3.72(br s. 4H). 3.59(8. 2H). 2.87(br 8. 4H). 2.17(8. 3H) . TLC(5% MeOH/CH 2 CI 2 ) R, = 0.10. MS(ESr) 
M-H= 612.99 v ' 

[4jflM±{*Chjorob^ 

yl]methvl>su lfanv»-2-methylphenoxv1ac6tie acid 

'H (CDCW 400MHz 6 8.04(d, 2H. J=8.20 Hz), 7.70(d, 2H. J=8.20 Hz), 7.41 (m, 4H) 7 14(m 
1H). 7.03(m, 1H). 6.69(d, 1H. J=8.37 Hz). 4.72(s, 2H), 4.02(s, 2H), 3.18(m, 12H), 2.10(s, 3H) 
TLC(5% MeOH/CH 2 CI 2 ) R. = 0.1 0. MS(ES") M-H= 659.78 

I 4.({[4^[4.(4^cety) P h e nyl).1 i3 i P e razinvl1 methvl>.2^4^triflu 0 r 0 m e thvl)ph e nvl)-1.3- thi aZft ..^ 
ynmethyllsulfanvn^-methvlp henoxylaro^^ 

1 H (CDCIj) 400MHz 8 7.97(d, 2H, j=8.03 Hz), 7.85(d, 2H. J=8.89 Hz), 7.70(d, 2H J=8 03 
Hz), 7.16(dd. 1H. J=8.37. 222 Hz). 6.86(m, 3H). 6.75(d., 1H. J=8.37 Hz). 4.77(s. 2H). 4.04(s. 2H). 
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3.80(m, 4H), 3.45(m, 4H). 3.29(s. 2H), 2.51(s, 3H), 2.17(s, 3H) . TLC(5% MeOH/CHXL) R, = 0 10 
MS(ES-)M-H= 653.99 ' 

M^t^-MethoxyphenylH-Piperazinvnm e thy^^ 

methylphenoxy)acetic acid — 

1 H NMR (CDCI 3 )400MH? 9.94(s, 1H), 7.84(m, 2H), 7.41(m, 3H). 7.1 1(d, 1H, J=2 22 Hz) 
7.06(dd. 1H, J=8.37. 2.22 Hz). 6.79(m. 4H), 6.60{d. 1H, J=8.37 Hz). 4.54(s. 2H). 4.18(s. 2H). 3.76(s. 
2H). 3.22(m. 8H). 2.18(s, 3H) . HPLC(C-18, 3nm) 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM 
Et 3 N/TFA) 4min run R,=2.67 min 

?K4-I({Mr4^4-Methoxvphenvn.1.ptperazinvn methyl}.2-r4-ftrifluoromethvn D henyn-1.3-th 
yl)methy0sulfanvn-2«methvlphenoxy)propanoic acid 

'H NMR (CDCI 3 ) 400MHz .89.69(s. 1H), 7.96(d. 2H. J=8.20 Hz). 7.65(d. 2H. J=8.20 Hz) 
7.07(d. 1H. J=2.05 Hz). 7.02(dd. 1H. J=8.55, 2.05 Hz). 6.87(d. 2H. J=9.23 Hz). 6.80(d. 2H. J=9 23 
Hz),6.66(d. 1H. J=8.55 Hz). 4.66(q. 1H. J=6.95 Hz). 4.10(d, 1H, J .70 Hz), 4.05{d, 1H.J 70 Hz) 
3.74(s. 3H), 3.57(d, 1H. J .18 Hz). 3.51{d. 1H. J .18 Hz). 3.15(brs. 4H). 2.9S(brs, 4H). 2.17(s. 3H). 
1.59{d. 3H. J=6.95 Hz) . HPLC(C-18, 3nm) 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM 
Et 3 N/TFA) 4min run R,=2.91 min 

2 K4K[(4W4-Methoxyphenvl)-1-pipe^ 

2-methylphenoxv)propanoic acid UL ~ 

'H NMR (CDCI 3 ) 400MHz .S7.81(m. 2H), 7.34(m. 3H). 7.09(m. 1H). 6.90(m. 1H). 6.79(m 4H) 
6.48(d. 1H. J=8.37 Hz), 4.35(m. 1H), 4.16(s, 2H), 3.70(s. 3H). 3.32(s. 2H). 3.00(m. 4H). 2.60(m. , 4H).' 
2.09(s, 3H). 1 .34(m. 3H) . HPLC(C-1 8. 3um) 1 %MeOH/0-90% CHjCN/Water (0.1 % TFA)/(50mM 
Et 3 N/TFA)4min run R,=2.78 min 

{2-Methyl-4.r({2-(4-ftrifluoromethvl)phenvlU.r f4-phenv|.1.DiD era zinvl)methvl1.1.3-thlazol.S. 
y»methyOsulfanynphenoxy)acetic acid 

1 H (CD 3 OD) 300MHz 8 8.16(d. 2H. J=8.49 Hz). 7.81 (d. 2H. J=8.49 Hz), 7.26(brs. 3H). 
7.09(br s. 1H), 6.98(d, 2H, J=7.96 Hz), 6.88(m. 1H), 6.66(br s. 1H). 4.57(s. 2H). 4.29(s 2H) 3 55(s 
2H), 3.26(br s, 4H). 2.91(br s, 4H), 2.23(s, 3H) . MS(ES-) M-H= 61 1 .85. TLC(10% MeOH/CH 2 CI 2 ) R, 
= 0.30 

[4-({[4-([4-(Ethoxycarbonvl).1.piperazinvllmethy l }.2-(4-ltrifluoromethvi)phenvl).1.3.thi aZf >l^ . 
ynmethyl}sulfanvl)-2-methylphenoxyl aceticaclri ~ 

1 H (CD 3 OD) 300MHz 5 8.14(d, 2H, J=8.23 Hz). 7.81(d, 2H. J=8.23 Hz), 7.26(s, 1H), 7 12(s 
1 H), 6.71 (s. 1 H), 4.63(s, 2H). 4.32(s. 2H). 4.16(q, 2H. J=7.08 Hz), 3.55(br s, 4H). 3.44(s. 2H). 2 60(br 
s, 4H). 2.25(s. 3H), 1.30(t. 3H, J=7.08 Hz) . MS(ES-) M-H= 607.86. TLC(10% MeOH/CHXI,) R, = 
0.28 2 
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yl}methyl)sulfanynphenoxy)aceticacid 

«H (CD 3 OD) 300MHz 8 8.14(d, 2H, J=8.23 Hz), 7.77(d, 2H, J=8.23 Hz), 7.28(s, 7H), 6 75(d 

™ '.If HZ \ 4 45(S ' 2H) ' 4MiS ' 2H) ' 3 53(S> 2H) - 3 08(m ' 2H) ' 2 ^ m ' 1H >' 2 - 35 «". 2H). 2.22(s. 
3H), 1.80(m,4H). MS(EST) M-H= 610.91. TLC(10%MeOH/CH 2 CyR f =0.30 

g-tttMrfCyclopropylmethynaminolmeth yl}^ 
yl]methyl>s ulfanyl)-2-methylphenoxv1acetic acid 

1 H NMR 300MHz 6 8.08(d, 2H, J=8.20 Hz). 7.74(d, 2H, J=8.20 Hz), 7.14(dd, 1H J=8 49 
2.39 Hz). 7.01(s, 1H), 6.72(d. 1H. J=8.49 Hz). 4.77(s, 2H). 4.03(s, 2H). 3.29(s, 2H). 2.77(d, 2H J=743 
Hz). 2.17(s, 3H), 1.17(m, 1H). 0.62(m, 2H). 0.28(m, 2H) . MS(ES") M-H= 520.90. HPLC(C-18 Sum) 
1%MeOH/0-90% C^CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run R,=2.67 min 

A ig -Meth y i^. f (f2-(4^trifluoromethyl)phenvn^f De nt y lamino)meth V iyi r 3.th 

15 y»}methvnsulfanynphenoxy)acetlc acid 

1 H NMR 300MHz 6 8.06(d, 2H. J=8.23 Hz), 7.69(d, 2H, J=8.23 Hz), 7.05(m. 2H), 6.66(d 1H 
J=8.23 Hz), 4.67(s, 2H). 4.06(s, 2H), 3.35( 5> 2H). 2.78(1, 2H, J=6.64 Hz), 2.17(s, 3H), 1.71(m, 2H) 
1.22(m, 4Hj, 0.83(t, 3H, J=6.64 Hz) . MS(ES-) M-H= 536.90. HPLC(C-18. 3pm) 1%MeOH/0-90%' 
CH 3 CN/Water (0. 1 % TFA)/(50mM Et 3 N/TFA) 4min run R,=2.80 min 
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20 



25 
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*-({[4Hr4H2-Hydroxyethyt).^ 

yl]methvllsu lfanyl)-2-methylphenoxv1acetic acid 

1 H NMR (CD 3 OD) 300MHz 5 8.16(d, 2H, J=8.23 Hz), 7.80(d, 2H, J=8.23 Hz). 7 26(m 2H) 
6.80(d. 1H, J=8.49 Hz), 4.76(s. 2H), 4.40(s, 2H). 3.95(m, 2H). 3.84(s, 2H), 3.54(br s. 4H). 3.33(m 2H) 
3.20(br s, 4H), 2.22(s, 3H) . HPLC(C-18. 3pm) 1 %MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM 
Et 3 N/TFA) 4min run R,=2.48 min 

(2-Methyl^r( 2 ^trffluorom^ 

yf)methvnsmfanyt}phenoxv>ac e tteaeld ' ,r 

1 H NMR (CDCW 300MHz 6 8.58(d, 1H, J=1.59 Hz). 8.48(dd, 1H, J=4.78, 1 .59 Hz) 8 03(m 
3H), 7.66(d. 2H. J=8.23 Hz), 7.24(m, 1H), 7.06(d, 1H. J=2.39 Hz), 6.99(d, 1H, J=2.39 Hz). 6 59(d 1H 
J=8.49 Hz). 4.61(s. 2H). 4.04(s. 2H), 3.93(s, 2H), 3.28(s, 2H), 2.13(s. 3H) . MS(ES-) M-H= 557.80. ' 

HPLC(C-18, 3pm) 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run R=2 44 
min ' 

Il^{IHl3:H^droxy-1. p ip e ridinyl)m ^ 
yl]methyl}s ulfanyl)-2-methylphenoxylacetic acid 

*H NMR (CDCy 300MHz 6 8.00(d. 2H. J=8.37 Hz). 7.69(d, 2H, J=8.37 Hz). 7.23(dd 1 H 
J=8.55. 2.20 Hz). 6.94(d. 1H. J=2.20 Hz), 6.69(d, 1H, J=8.55 Hz). 4.68(s, 2H), 4.21(s, 2H). 3.i 6 (m, 
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7H), 2.12(s. 3H). 1.63(m. 4H) . MS(ES*) M-H= 550.8. HPLC(C-18, 3pm) 1%MeOH/0-?0% 
CH 3 CN/Water (0. 1 % TFA)/(50mM Et 3 N/TFA) 4min run R,=2.58 min 

IM{[4.r(4-Hydroxv.1.p|peri dinyl)methvn.2-r4^trifluoromethyl)phenvn-1.3.thl a20 |.s. 
yl]methv)>sulfanyl)-2-methylphenoxy]aceticacid 

1 H NMR (CDCU 300MHz 8 7.97(d, 2H, J=8.23 Hz). 7.65(d. 2H, J=8.23 Hz). 7.1 1(m 2H) 
6.58(d, 1H. J=8.23 Hz). 4.53(s. 2H). 4.18(s. 2H). 3.86(brs, 1H), 3.62(m. 2H), 3.12(m. 2H). 2.95(m. 
2H). 2.15(s. 3H). 2.04(m. 2H). 1.77(m. 2H) . HPLC(C-18. 3pm) 1%MeOH/0-90% CH 3 CN/Water (0.1% 
TFA)/(50mM Et 3 N/TFA) 4min run R,=2.54 min 

I4H{r4^r2^hvdroxvmethvl).1-p) P eridinv^ 

y)]metrivI)s u)fanyl)-2-metriylphenoxv1acetlc acid 

MS(ES-) M-H= 564.94. HPLC(C-18. 3pm) 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM 
Et 3 N/TFA) 4min run R,=2.66 min 

yl]methvnsulfanyI)-2-methylphenoxv1acetic acid 

'H NMR (CDCU 400MHz 5 7.94(d. 2H. J=8.20 Hz). 7.64(d, 2H. J=8.20 Hz). 7.13(dd 1 H 
J=8.55. 2.39 Hz). 7.06(d. 1H. J=2.39 Hz). 6.58(d. 1H. J=8.55 Hz). 4.60(s. 2H). 4.45(s, 2H). 4.18(s. 
2H). 3.56(m, 6H). 2.75(brs, 1H). 2.1 1(s. 3H). 1.68(m. 4H) . MS(ES") M-H= 564.93. HPLC(C-18 3pm) 
1 %MeOH/0-90% CH 3 CN/Water (0.1 % TFA)/(50mM Et 3 N/TFA) 4min run R,=2.56 min 

[2-Methyl^{r2^trifluoromethvl>phenvl)-4 - (4-morphoHnvlmethvl)-1.3-thiazol.5. 
yi]methy»}smfanyt)prienoxylacetic acid 

1 H NMR (CD 3 OD) 300MHz 8 8.1 1 (d. 2H. J=8.23 Hz). 7.79(d. 2H, J=8.23 Hz). 7^5(br s 1H) 
7.17(dd. 1H. J=8^3. 2.39 Hz). 6.74(d, 1H. J=8.23 Hz). 4.46(s. 2H). 4.32(s. 2H). 3.69(br s. 4H). 3 47(s 
2H). 2.50(br s, 4H). 2.23(s. 3H) . MS(ES") M-H= 536.43. TLC(20% MeOH/CH 2 CU Rf= 0.39 

[4-({[4-[(Cyclohexvlamino^ methvn.2-f4^trifluoromethvl1phenvl).1.3.thiazol.5. 
yl]methyl)sutfanyl)-2-methytphenoxylacetfcacid ^ 

1 H NMR (CDCU 400MHz 6 8.01(d, 2H, J=8.20 Hz). 7.66(d. 2H. J=8.20 Hz). 7.04(m. 2H) 
6.61(d. 1H. J=8.20 Hz). 4.64(s. 2H). 4.14(s. 2H). 3.39(s. 2H). 2.86(m. 1H). 2.14(s. 3H). 2.01(m. 2H), 
1.73(m. 2H). 1.48(m, 4H). 1.08(m. 2H) . MS(ES") M-H= 548.7-. HPLC(C-18. 3pm) 1%MeOH/0-90% 
CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run R,=2.75 min 

f2-Methyl-4-({f4-{[(2-methvlcvclohexvnamin 0 ] methyl).2-(4-ftrifluoromethvl>phenvl>.1.3-thi aTrt i. 
5-yl]methyf)sulfanvl)phenoxy]acetic acid 

1 H NMR 400MHz 6 7.98(d. 2H, J=8.20 Hz). 7.68(d. 2H. J=8.20 Hz). 7.09(dd. 1 H. J=8.37 2 39 
Hz). 6.98(d. 1 H. J=2.39 Hz). 6.65(d. 1 H. J=8.37 Hz). 4.66(s. 2H), 4.1 5(d. 1 H. J .70 Hz). 4.00(d. 1 H 
J .70 Hz). 3.53(d, 1H, J .04 Hz). 3.33(d. 1H. J .04 Hz). 2.53(m. 1H). 2.10(s, 3H). 1.74(m. 7H). l. 37 ( m 
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2H), 1.03(d. 3H, J=6.32 Hz) . MS(ES-) M-H= 562.80. HPLC(C-18, 3nm) 1%MeOH/0-90% 
CH,CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run ^=2.87 min 

I2-Methyl^({f4^r(3-me thvlcvclohexvl)amino1m^ 
S-yi]methyl}sulfanyl)phenoxy]acetic acid 

1 H NMR 400MHz 8 8.01(d, 2H, J=8.20 Hz), 7.68(d, 2H, J=8.20 Hz). 7.05(m, 2H), 6.62(d, 1H. 
J=8.37 Hz), 4.68(8, 2H), 4.29(s. 2H), 3.32(s, 2H), 2.90(m, 1H), 2.1 5(s, 3H), 2.00(m, 5H), 1.56(m, 4H), 
0.89(d, 3H, J=6.32 Hz). MS(ES-) M-H= 562.9. HPLC(C-18, 3fun) 1%MeOH/0-90% CH,CNAVater 
(0.1% TFA)/(50mM Et 3 N/TFA) 4min run R,=2.85 min 

r24rflethvM^ff44K4^et hvlcvclohexvO 
5-yr]methyl)sulfanyl)phenoxylaceticacld 

1 H NMR 400MHz 8 7.99(d. 2H, J=8.20 Hz), 7.64(d, 2H, J=8.20 Hz), 7.02(m, 2H), 6.59(d, 1H, 
J=8.03Hz).4.58(s,2H),4.16(s,2H),3.44(s,2H),2.90(brs. 1H). 2.1 2(s, 3H). 2.01 (m, 3H), 1.62(m, 
6H), 0.90(d, 3H, J=6.84 Hz). MS(ES) M-H= 562.90. HPLC(C-18, 3nm) 1%MeOH/0-90% 
CHaCNAVater (0.1% TFA)/(50mM Et 3 N/TFA) 4min run R,=2.85 min 

r2-MethvM ^ff4-r(2-methvlphenoxv)methylI-2-f4-ftrlfluoromethvt>phenvl)-1.3-thiazol-5- 
yI]methyl}sulfanyl)phenoxy]acetic acid 

1 H (CDCI S ) 300MHz 8 8.03(d, 2H, J=8.23 Hz), 7.72(d, 2H. J=8.23 Hz), 7.17(m, 4H), 6.91(m, 
2H), 6.59(d. 1H, J=8.49 Hz), 4.96(s, 2H), 4.67(s, 2H), 2.25(s. 3H), 2.21 (s, 3H). MS(ES-) M-H= 557.8 

I2-Methyl-4-({[4-r(3-meth ylphenoxv)methvn-2-<4-ltrifluoroniethvl>phenvl)-1,3-thiazol.5- 
yl]methyl)sulfanyl)phenoxy1acetic acid 

1 H (CDCI 3 ) 300MHz 5 8.06(d, 2H, J=8.23 Hz), 7.73(d, 2H. J=8.23 Hz), 7.26(dd, 1 H. J=2.39, 
0.53 Hz), 7.20(t, 1H, J=7.83 Hz), 7.12(ddd, 1H, J=8.49, 2.39, 0.53 Hz). 6.80(m, 3H), 6.61 (d, 1H. 
J=8.49 Hz), 4.86(s, 2H), 4.67(s, 2H), 4.32(s. 2H), 2.36(s, 3H). 2.23(s. 3H). MS(ES") M-H= 557.83 

[2-MethylM-({f4-r(4-Methv llphenoxv)methyn-2-(4-ftrifluoromethvltohenvn.1. 3-thiazol*5- 
ynmethyl}sulfanyl)phenoxy]acetic acid 

MS(ES-) M-H= 557.8 

CHN Analysis: Theory 1.5H 2 0 (C, 57.33%; H, 4.64%; N, 2.39%) Found (C, 57.34%; H 
4.24%; N, 2.37%) 

r4-({r4-K3^yanophenoxv) m^^ 
y[]methyl)sulfanyl)-2-Methyl)phenoxy]acetic acid 

1 H (CDCI 3 ) 300MHz 6 8.05(d, 2H, J=8.23 Hz), 7.74(d, 2H, J=8.23 Hz), 7.38(m, 2H), 7.17(m, 
4H), 6.67(d, 1H, J=8.23 Hz), 4.76(s, 2H), 4.72(s t 2H), 4.25(s, 2H), 2.23(s, 3H). MS(ES') M-H= 569.2 
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[4-(ff4-f(4- Cyanophenoxv)methvn-2-f4-{trifluoromethyl}phenvl)-1.3-thiazol-5- 
yl]methyl>sulfanyl)-2-fnethylphenoxy]acetic acid 

1 H (CDCI 3 ) 300MHz 8 9.94(s. 1H), 8.03(d, 2H. J=823 Hz), 7.73(d, 2H, J=8.23 Hz), 7.60(d, 
2H. J=9.03 Hz). 7.27(d, 1H, J=2.12 Hz), 7.10(dd, 1H, J=8.49, 2.12 Hz). 7.00(d, 2H, J=9.03 Hz), 
6.61 (d. 1H. J=8.49 Hz), 4.85(8, 2H), 4.69(s, 2H), 4.25(s, 2H), 2.21 (s, 3H). MS(ES-) M-H= 569.2 

(2-Methyl-4-fr(4-(r4-f5-meth yl-1,2.4-oxadiazol-3-vnphenoxy1methvl>-2.phenyl-1.3-thiazol-5- 
yDmethvllsulfanyDphenoxyacetic acid 

1 H (CDCW 400MHz 7.95(d, 2H, J=9.06 Hz). 7.87(m. 2H), 7.43(m. 3H). 7.20(d. 1H, J=2.39 
Hz), 7.05(dd, 1H, J=8.55, 2.39 Hz). 6.95(d, 2H. J=9.06 Hz). 6.52(d, 1H. J=8.55 Hz), 4.80(s. 2H), 
4.61 (s, 2H), 4.24(s, 2H), 2.63(s. 3H). 2.1 7(s, 3H). MS(ES') M-H= 558.40 

2-(2-Met hyl^(4^f4^5-meth y l-1.2.4-oxadiazo|.3-vl)phenoxy1methvl>.2-pheny|.1.3^i^ 
yl)methynsulfanyl>phenoxy)propanoic acid ™~ * 

1 H (CDCW 400MHz 5 7.93(d, 2H, J=9.06 Hz). 7.85(m. 2H). 7.40(m. 3H), 7.19(d. 1H. J=2.22 
Hz). 7.02(dd. 1H. J=8.37, 2.22 Hz). 6.94(d. 2H. J=9.06 Hz). 6.52(d. 1H. J=8.37 Hz), 4.81 (d. 1H. J .79 
Hz). 4.74(d. 1H. J .79 Hz). 4.68(q. 1H. J=6.78 Hz). 4.21(s, 2H). 2.62(m, 3H), 2.16(s. 3H), 1.61(d, 3H 
J=6.78Hz). MS(ES-)M-H=571.50 

2-{2-Methyl-4-[({4-(f3-(5-m ethvl-1^.4-oxadiazol-3-vl>phenoxy1methvl)-2-r4- 
(trifluoromethyl)phenYn-1.3 -thiazol.5-vi>methyl)sulfanvnphenoxy)propanoicacid 

1 H NMR (CDCW 400MHz 8 7.99(d. 2H. J=8.20 Hz). 7.67(m, 3H). 7.47(m. 1H). 7.36(t. 1H. 
J=8.03 Hz), 7.10(dd, 1H. J=8.37. 2.39 Hz), 7.04(dd. 1H, J=8.37. 2.39 Hz), 6.99(m. 1H). 6.61(d. 1H 
J=8.37 Hz), 4.75(q, 1H, J=6.84 Hz). 4.62(d. 1H. J .45 Hz). 4.43(d. 1H. J .45 Hz). 4.23(d, 1H. J 70 Hz) 
4.16(d, 1H, J .70 Hz), 2.70(s. 3H). 2.12(s, 3H). 1.68(d, 3H. J=6.84 Hz). MS(ES*) M+H= 642.00 

2-(2-Methyl-4-{[(4-{f3-(5-methvl-1,2.4-oxadi a z o|.3-vl)phenoxv]methvl>-2- P heny|.1^-thiazol-5. 
yl)methyl]sulfanyl)phenoxy)propanoic acid 

1 H NMR (CDCW 400MHz 8 7.90(m. 2H), 7.67(t. 1H. J=7.52Hz). 7.46(m. 1H), 7.42(m. 3H) 
7.35(t. 1H. J=7.52 Hz), 7.08(dd. 1H, J=8.37. 2.39 Hz). 7.04(d. 1H. J=8.37 Hz). 7.00(d. 1H, J=2 39 Hz) 
6.61 (d, 1 H, J=8.37 Hz), 4.73(q. 1 H, J=6.84 Hz), 4.58(d. 1 H. J .45 Hz), 4.43(d, 1 H, J .45 Hz) 4 20(d 
1H, J .70 Hz). 4.15(d. 1H. J .70 Hz), 2.69(s, 3H). 2.12(s. 3H), 1.66(d, 3H, J=6.84 Hz). MS(ES + ) M+H= 



[2.Methyl-4.tff2-(4-ftrifluoro methvl> P henyt)-4^phenoxvmethyl)-1.3-thiazoi.5- 
yl]methyl)sulfanyl)phenoxy1acetic acid * """ 

1 H (CDCW 300MHz 5 8.02(d, 2H. J=8.23 Hz). 7.70(d. 2H. J=8.23 Hz). 7.33(m, 2H), 7.; 
1H), 7.12(d, 1H, J=9.03 Hz), 6.98{m, 3H). 6.58(d. 1H, J=8.49 Hz), 4.87(s, 2H), 4.63(s, 2H) 4 3. 
2H), 2.22(s, 3H). TLC(5% MeOH/CH 2 CI 2 ) R, = 0.17 
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li-MethyM-fflHE-ttmethyM ^xadiazol-S-vlfr hennvyi^yn , pheny , , , ... , 
yl)methvnsulfanvllnhenoxvi a c e «c ae iH W r.yi h 2 phenyl Lg^azglj. 

1 H NMR (CDCy 400MHz 8 7.91(m, 2H), 7.95(d. 1H. J=7.69 Hz), 7.47(m, 1H) 742(m 3H) 

2H) 5 4 " 5 1 7 H ; Thw h ^ 7 - 13(ddi 1H - J=837> 239 704(s - 2H >- **** 

2H), 4.57(s. 2H), 4.20(3, 2H), 2.69(8. 3H). 2.12(s, 3H), 1 
MS(ES*) M+H= 560.30 

y2.MethyI^f({4^r4^5.m e thvl.1.2.4^x a di a TO |.3.vl) D henox Y ] mpth Y . V? .M. 

m . o 1 o H ft (CDC ' 3)400MH28 7 - 94 C".4H).7.66(d,2H,J=8.20H 2 ).7.18(d.1H.J=2.22Hz) 7 03(dd 
H tf* f f HZ)> 2H> J=8 - 89 6 - 53(d ' 1H « J=8 - 20 1K J -79 Hz 4 80 d 

MS(ES-) M-H= 640.00 

thiazo|.5.yl>methvnsulfanyH P henoxv>aceti cac iri 

1 H NMR (CDCI 3 ) 400MHz 8 7.98(d, 2H. J=8.06 Hz). 7.67(d. 2H. J=8.06 Hz). 7 11(dd 1H 

2H), 4.12(s. 2H). 3.44(s. 2H). 3.25(m. 4H). 3.02(br s. 4H). 2.58(c, 2H. J=7.51 Hz). 1.10(t. 3H, J^'l 
MS(ES")M-H= 644.5 

yDmethynsmfany q^-ethvlDhenovy ^^"^! ^ Y1 glgSL ^ 

J-8 55 ^T. 30 ° MH2 6 B M{d ' 2H ' JS8 ' 28 H2) ' 7J *l 2H ' J=8 " 28 H 2 ). 722(dd. 1H 

'H NMR (CDCy 400MHz 5 7.S*«,. 2H. J4.42 Hz). 7.84(4 2H, .1=8.97 Hz) 7 67(0 2H 



20 



25 



30 



40 



{2.Ethyl-4.f({44r4^4.m e thovy p henvn.1. D i p e r a >inv 
thiazo|.5- y l)methyl) SU |fan V l]ph P n»^ T ,^ tirnrir , 

. <.« ^ N M R /f C ' 3)400MH26 7 - 97 ( d . 2 H.J=8.28Hz).7.68(d.2H.J=8.28Hz).7.15(dd 1H 
J-8.45. 2.24 Hz). 6.94(d. 1H. J=2 .24 Hz). 6.88(d. 2H, J=9 ,4 Hz). 6.79(d. 2H. J-9,4 Hz). 6 ^ 1H, 
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J=8.45 Hz), 4.66(8. 2H), 4.08(s. 2H). 3.72(s, 3H), 3.32(m, 6H). 3.09(br s, 4H), 2.56(q, 2H, J=7 50 Hz) 
1.08(t,3H, J=7.50Hz), 
MS(ES-) M-H= 656.2 

5 ?i( 4 -{[(2-(4-Fluoroph6ny[)-4-f r4.(phenoxvcarfaonvl)-1-p!Derazinvllmethvl)-1,3-thiazo|.5. 
y»)methvnsulfanyl}-2-methylphenoxy)propanoicacid 

'H NMR (CDCI 3 ) 400MHz 6 7.91(m. 2H). 7.35(m. 3H). 7.19(m, 3H), 7.12(br s. 1H). 7.07(d. 
2H, J=8.79 Hz), 6.67(br s, 1 H), 4.58(br s, 1 H). 4.27(s, 2H), 3.59(m, 4H), 3.41 (s, 2H), 2.51 (br s 4H) 
2.1 9(s, 3H), 1.54(d, 1H, J=6.59 Hz), 
10 MS(ES) M-H= 620.4 

2-(4-{[(2-(4-Fluorophenvl)-4-{f4-f isopropoxvcarbonyl).1-piperazinvnmethyl}-1,3-thiazo|.5. 
yl)methynsulfanyl}-2-methylphenoxy)propanoicacid 

1 H NMR (CDCI 3 ) 400MHz 8 7.94(m, 2H), 7.19(m, 3H). 7.05(br s, 1H), 6.64(d, 1H. J=8.42 Hz). 
15 4.69{br s. 1 H), 4.47(br s, 1H). 4.21(s, 2H). 3.50(br s. 4H). 3.36(s. 2H). 2.64(br s. 4H). 2.18(s. 3H) 
1.57(d. 3H. J=5.68 Hz). 1.22(d. 6H. J=6.23 Hz), 
MS(ES-) M-H= 586.2 

2-[4^{[4H:f4^Ethoxvcaiton vl)-1-piperazinvnmethvl>-2-(4-fluorophenvn-1 t 3.thiazo|.5- 
20 yl]methyl)sulfanyl)-2-methylphenoxv1propanolc acid 

1 H NMR (CD3OD) 400MHz 6 7.93(m, 2H). 7.19(m. 3H). 7.09(brs, 1H), 6.67(brs, 1H), 4.70(br 
s. 1 H). 4.21 (s, 2H). 4.10(q, 2H, J=7.14 Hz). 3.49(m. 4H). 3.37(s, 2H), 2.60(br s. 4H), 2.18(s 3H) 
1.58(br s. 3H). 1 .23(t. 3H, J=7.14 Hz), 

MS(ES-) M-H= 5722 

25 

2 W[(2-(4-Fluoropheny»)^-ff4-(3-rn ethoxvphenvn-1-piperazinvnrnethvl>.1.3-thiazol-5- 
yl)methyl]sulfanyl)-2-methylphenoxy)propanolcacid 

1 H NMR (CDCI 3 ) 400MHz 5 7.84(m, 2H), 7.13(m, 4H), 6.92(br s. 1H). 6.72(br s, 1H). 6.44(m. 
3H), 4.38(br s. 1 H). 4.00(s. 2H). 3.74(s, 3H). 3.40(m. 6H), 3.03(m, 4H), 2.17(s, 3H), 1 .61 (m, 3H) 
30 MS(ES-) M-H= 6062 

2-f4-({[4-{r4-<4.Acetvlphenvl)-1-DiD erazinvnmethYl)-2-{4-fluorophenvl).1.3-thiazol-5- 
yllmethyl}su lfanyl).2-methylphenoxv1propanoic acid 

1 H NMR (CD3OD) 400MHz 6 7.94(m, 2H), 7.85(d, 2H, J=8.97 Hz), 7.1 8(m. 3H), 7.03(br s 
35 1H). 6.92(d. 2H, J=8.97 Hz), 6.67(brs, 1H). 4.61(br s, 1H), 4.19(s, 2H), 3.41(m, 6H), 2.73(brs, 4H) 
2.48(s.3H).2.17(s.3H).1.61(brs.3H). * 
MS(ES")M-H=6182 



40 



2-(4-{C(2-{4.Fluorophenvl).4^[4.( 4.mPt h 0 xyphenvn-1-piperazinynmethvl}-1.3-thiazol-5. 
yl)methyl]sul fanyl}-2-methYl P henox Y)pr OP anolc acid 
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'H NMR (CD,OD) 400MHz 8 7.97(m. 2H), 7.18(m, 3H), 7.02{br s, 1H), 6.91(d. 2H. J=8.79 
Hz), 6.81 (d, 2H, J=8.79 Hz), 6.62(brs, 1H), 4.66(brs, 1H), 4.17(s, 2H), 3.72(s, 3H), 3.41(s 2H) 
3.1 5(br s, 4H), 2.92(br s, 4H), 2.18(s, 3H), 1.59(br s, 3H), 

MS(ES-) M-H= 606.2 

! 

i4^({4.[(4.Acetyl-1.piperazinyl)methvl1.2.f4.(t rifluoromethvn P henvn-1.3-th! a 2 0 |.5. 
yl}methvnsulfanYl].2 .propy|phenoxy)acetlc acid 

1 H NMR (CD 3 OD) 400MHz 6 8.07(d, 2H. J=8.28 Hz). 7.75(d, 2H, J=8.28 Hz), 7.21(dd 1H 

amlf^; 41 ^' J;?/'' 1H ' J=2 41 HZ)> 6J4(d> 1H> J=8 45 4 - 65(s ' 2H >' 4 - 26 ( s ' 2H >- 3-60(br s. 
4H) 3.53(s. 2H). 2.75(1, 2H, J=4.74 Hz). 2.69(t. 2H. J=4.74 Hz), 2.52(t. 2H. J=7.41 Hz), 2.07(s, 3H) 
1 -50(m. 2H), 0.80(1, 3H. J=7.41 Hz). 1 * 

MS(ES-) M-H= 606.3 

f4.[({4j[4-(3.Methoxyphenyl).1.p|peraztnyl1methvn.2 ^ trlfl UO romethvn ' 
yt}methvt)su lfanyl]-2-proDylphenoxY} acetieaeid 

1 H NMR (CD 3 OD) 400MHz 6 8.11(d, 2H. J=8.28 Hz). 7.77(d. 2H. J=8.28 Hz). 7.19(dd 1H 
J=8.28, 2.41 Hz). 7.13(t, 1H. J=8.45 Hz). 7.08(d, 1H, J=2.41 Hz), 6.73(1. 1H. J=8.45 Hz), 6 54(dd W 
J=8.28, 2.41 HZ). 6.49(t, 1H. J=2.33 Hz). 6.45(dd. 1H. J=8.28. 2.41 Hz). 4.58(s. 2H). 4 26( S 2H) ' ' 

aSS^' 331 (m ' 4H) ' 3 ' 1 1(t 4H ' J=4 ' 66 "* Z52(t ' 2H> J=7 - 33 1 - 49(s - 2H) - 

MS(ES")M-H= 670.3 

{4-[({4Hr4-(4-AcetylphenyQ^ 
yl}methvl)s ulfanvl1-2-propylphenoxv)ace«c acid 

1 H NMR (CDCI,) 400MHz 6 7.93(d. 2H. J=8.45 Hz). 7.82(d. 2H. J=8.97 Hz). 7.68(d 2H 

iT^oo?" 7 l^' 1H ' J=8 - 45 ' 2 41 H2) ' 6 78(m ' 4H) ' 4 - 73(s ' 2H >' 4 03 < s ' 2H >. 3 - 7 ^ 4H.' J=5 09 
Hz), 3.28(m. 6H). 2.47(m, 5H), 1 .46(m, 2H). 0.86(t, 3H, J=7.24 Hz) 

MS(ES")M-H= 682.1 
W({4Hr4-(4-M e thoxyphenyl).1-^ 

yQmethvlteulfanvlI^ropvlphenoxvTac^r.^; " P V1 r 5 

1 H NMR (CD 3 OD) 400MHz8 8.1 1(d. 2H. J=8.10 Hz), 7.77(d. 2H. J=8.10 Hz), 7.19(dd 1H 
J=8.62, 2.24 Hz). 7.08(d. 1H, J=2.24 Hz). 6.93(d. 2H. J=9.14 Hz). 6.82(d. 2H. J=9.14 Hz), 6 7 4 '(d \ H 

T!f "IS 4 - 59(S * 2H)> 4 26(S " 2H) " 3 73(Sl 2H) ' 3 - 71(S ' 3H >' 318 ( m - 8H )> 2.52(t 2H, J=7.33 Hzi ' 
1 .48(m, 2H), 0.80(1, 3H. J=7.33 Hz), ; ' 

MS(ES') M+H= 672.2 
2^2-EthyM-f((4^4-(3HTiethoxv P ^^^^ 

thiazol-5-yl)me thvl)sulfanvnphenoxv) P ro Dano i ea rJH UJj± - 

'H NMR (CDCI,) 400MHz 8 7.95(d. 2H. J=8.28 Hz), 7.66(d. 2H. J=8.28 Hz). 7.12(m 2H) 
6.90( S . 1H). 6.76(d, 1H, J=8.28 Hz), 6.45(m. 3H), 4.80(q. 1H. J=6.90 Hz), 4.02(s. 2H). 3.73(s. 3H ). 
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3.35(m. 4H), 3.21 (d, 1H, J .66 Hz), 3.1 5(d, 1H, J .66 Hz), 2.95(br s, 4H), 2.55(s, 2H), 1.62(d, 3H. 
J=6.90 Hz), 1 .07(t, 3H, J=7.50 Hz), 
MS(ES-) M-H= 670.0 

^-[({Hf^-AcetylphenylH-pjp^ ^ 
yl}methvl)sulfanyn-2-ethylphenoxv)propanoic acid 

NMR (CDCI3) 400MHz 8 7.93(d, 2H, J=8.28 Hz), 7.82(d, 2H. J=8.97 Hz), 7.65(d, 2H, 
J=8.28 Hz), 7.08(dd, 1H. J=8.62. 2.41 Hz), 6.87(d, 1H, J=2.41 Hz), 6.79(d, 2H. J=8.97 Hz), 6.72(d. 
1H. J=8.62 Hz), 4.80(q, 1H, J=6.72 Hz), 4.04(d, 1H, J .66 Hz), 3.98(d, 1H, J .66 Hz), 3.49(brs, 4H). 
3.28(d, 1 H, J .83 Hz), 3.14(d, 1 H, J .83 Hz). 3.00(br s, 4H), 2.54(m, 5H). 1 .63(d, 3H, J=6.72 Hz) 
1-06(t,3H,J=7.50Hz), 

MS(ES') M-H=682.2 

2^2.EthyM-f( {4^f4^4^ethoxyphenyl).1^iperazinvl1methvl^244^trmuoromethyl)phenvn-1.^ 
1 5 thiazol-S-vl> methyl)sulfanyl]phenoxvteropanolc acid 

1 H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.45 Hz), 7.66(d, 2H, J=8.45 Hz), 7.10(dd, 1 H, 
J=8.45, 2.24 Hz). 6.94(d, 1H, J=2.24 Hz), 6.89(d. 2H, J=9.14 Hz). 6.80(d. 2H. J=9.14 Hz), 6.76(d.' 1H 
J=8.45 Hz), 4.77(q, 1H, J=6.72 Hz), 4.04(s, 2H), 3.73(s, 3H). 3.25(m. 6H). 2.96(br s, 4H), 2.57(s, 2H)' 
1.61(d, 3H, J=6.72 Hz), 1.09(t, 3H, J=7.50 Hz), 
20 MS(ES-) M-H= 670.3 

2^2-EthvM.rtf444H norpholinvlmethvl)-2-r4-ftrifluoromethvnphenyn-1.3-thiazo|.5- 
., yl}methvl)sutfanvl]phenoxy)propanoic acid 

'H NMR (CDCI 4 ) 400MHz 6 8.01(d. 2H, J=8.42 Hz), 7.70(d. 2H, J=8.42 Hz), 7.13(dd. 1H, 
J=8.42, 2.20 Hz), 6.86(s. 1H). 6.76(d, 1H, J=8.42 Hz). 4.84(q. 1H. J=6.65 Hz). 4.04(d. 1H, J .47 Hz) 
3.9B(d. 1 H. J .47 Hz). 3.87(br s. 4H). 3.21 (d. 1 H. J .83 Hz). 3.08(d, 1 H, J .83 Hz). 2.95(br s. 4H) 
2.55(s. 2H), 1.64(d. 3H. J=6.65 Hz). 1.07(t, 3H, J=7.51 Hz). 
MS(ES-) M-H=565.0 

30 2H2-Ethyl^-r({4W4-fluoropheny^ 

thiazol-5-yl}methyl)sulfanyllphenoxy}propanoic acid 

'H NMR (CD3OD) 400MHz 8 8.12(d, 2H, J=8.24 Hz), 7.78(d, 2H, J=8.24 Hz). 7.17(dd, 1H 
J=8.61, 2.20 Hz), 7.10(d, 1H, J=2.20 Hz), 6.98(m, 4H). 6.71(d. 1H. J=8.61 Hz), 4.71(q, 1H, J=6 9o" 
Hz), 4.27(s. 2H), 3.66(s, 2H), 3.20(m, 8H). 2.59(q, 2H. J=7.51 Hz). 1.57(d. 3H. J=6.90 Hz). 1 09ft 3H 
i J=7.51 Hz). 

MS(ES-) M-H= 658.0 

2-{4-[({4-i(4-Acetvl-1.Di P erazinyl)meth vl1.2-r4-(trifluoromethvl)phenvlM,3-vhiazo|.5. 
yl}methyl)sulfany»1-2-ethylphenoxy}propanoic acid 

1 H NMR (CD 3 OD) 400MHz 5 8.1 0(d, 2H, J=8^4 Hz), 7.77(d, 2H, J=8^4 Hz), 7.1 9(t, 1 H 
J=2.38 Hz), 7.09{d, 1H. J=2.38 Hz), 6.71 (d, 1H. J=8.24 Hz), 4.80(q, 1H. J=6.78 Hz), 4.26(s. 2H).' 



25 
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3 65(m, 6H), 3.56(d, 1H. J .92 Hz), 3.51(d, 1H. J .92 Hz), 2.83(m, 4H). 2.58(q, 2H, J=7.60 Hz). 2.09(s 
3H),1.60(d,3H.J=6.78 Hz), 1.09(1. 3H.J=7.60 Hz), 



MS(ES-) M-H= 606.0 



5 {?-Ethyt-4-f({4-(4-morpholinvlmet hyl).2.f4-ftriflij 0 romethvl)Dhenvn.l,3.thiazol-S. 
yQmethvnsulfanyllphenoxvlacetic acid 

1 H NMR (CDCI 3 ) 300MHz 6 8.05(d, 2H, J=8.28 Hz), 7.75(d, 2H, J=8.28 Hz), 7.19(dd 1H 

t^'frlZ 1 698(S * 1H) ' 6 - 76(d " 1H ' J=8 ' 55 Hz) > 474 < S ' 2H >' 4 - 12 ^. 2H). 3.95(br s, 4H), 3.32(s, 
2H), 3.06(br s, 4H), 2.61(q. 2H, J=7.54 Hz), 1.14ft 3H, J=7.54 Hz), 

MS(ES-)M-H= 551.3 

. 2H2-ls 0p ropyU4({4^4-morpholinvlmethvlU2 W trifluor 0 methvl) P henvl1-1.3.thi a zol.s. 
yt}methvl)sulfanvnphenoxy}propanoic acid — 

1 H NMR (CD,OD)400MHz 5 8.11(d. 2H, J=8.24 Hz), 7.78(d. 2H, J=8.24 Hz), 7.25(dd 1H 
J=8.42, 2.38 Hz). 7.00(d, 1H, J=2.38 Hz), 6.74(d. 1H. J=8.42 Hz), 4.88(q, 1H. J=6.78 Hz), 4.25( S . 2H) 
3.84(m, 5H). 3.66(d. 1H. J .28 Hz). 3.22(m. 5H), 1.60(d. 3H. J=6.78 Hz). 1.05(m 6H) 
• MS(ES")M-H= 579.0 

yl}methvl)su lfanvn-2-isopropytphenoxY)propanoic acid ~ 

1 H NMR (CD 3 OD)400MHz 8 8.13(d, 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.26(d 1H 

TtH! 7 '° 6(S ' 1H) ' 6 " (m ' 4H)> ^ 1H ' J=8 - 42 4 - 88(C >' 1H ' J=6 78 ■*& 429(s, 2H), 
3.91(d. 1H, J .10 Hz), 3.80(d, 1H. J .10 Hz), 3.33(m, 9H), 1.60(d, 3H. J=6.78 Hz). 1.08{m 6H) 

MS(ES-) M-H= 672.0 ' 

2H4.[({4.r(4.A C et y |.1.piperazinvl)methvlV2-f4^ trifl uo rom ethvn P h e nyn.1.3.thlazo 
yl)methvl)sul fanyn.2.isopropylphenoxY) p ropanoic acid 

MS(ES ) M-H= 620.0 

^sopropyl^^w^ 

1 ,3-thiazo|.5-v»methvl)sulfanvn phenoxv)prop an oi ft aHri LL 

1 H NMR (CD 3 OD) 400MHz 6 8.13(d. 2H. J=8.06 Hz), 7.79(d. 2H. J=8.06 Hz) 7 26(d 1H 
J=8.42 Hz), 7.16(t, 1H. J=8.42 Hz). 7.06(s, 1H). 6.74(d, 1H, J=8.42 Hz). 6.56(d, 1H. J=8 42 Hz) ' 
6.50(br s. 2H), 4.90(q. 1H. J=6.78 Hz), 4.27(s, 2H). 3.89(d. 1H. J .10 Hz), 3.79(d. 1H, J 10 Hz) ' 
3.74(s, 3H), 3.34(m, 9H), 1 .60(d. 3H, J=6.78 Hz), 1 .07(m, 6H). 

MS(ES-) M-H= 684.1 

2-{4-[((4-{[4-(4-Acetylphenyl)-1.pipe ra zinvnmethvl1.2.r 4.(tr.flu 0 romethv»Dh e n Y n.i z. th , a „, e 
yl}methyl)sulfanyl]-2.isopropvl phenoxy) pr»p a n»ir «. M 

<H NMR (CD 3 OD) 400MHz 8 8.13(d, 2H, J=8.24 Hz), 7.91 (d, 2H, J=8.97 Hz), 7 78(d 2H 
J=8.24 Hz). 7.25(d, 1H, J=8.97 Hz), 7 .04(m, 3H), 6.74(d, 1H, J=8.24 Hz), 4.89(q. 1H, J=6.78Hz) ' 
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4.28(8, 2H), 3.90(d, 1H, J .55 Hz), 3.79(d. 1H, J .55 Hz), 3.60(br s, 4H), 3.32(m, 5H), 2.50(s, 3H), 
1 -61 (d. 3H. J=6.78 Hz), 1 .07(d, 6H, J=7.51 Hz), 
MS(ES-) M-H= 696.2 

5 2H2-»sopropvM4({4^r4^4- methoxvphenvl)-1-piperazlnyQmethvl>-2-f4-(trmuorornethvl)phenvn- 
1 .3-thiazol-5-yl}methyl)sulfanyllphenoxy}propanoic acid 

1 H NMR (CD 3 OD) 400MHz 6 8.13(d, 2H, J=8.24 Hz), 7.79(d, 2H. J=8.24 Hz), 727(d, 1H, 
J=8.61 Hz), 7.05(s, 1H), 6.95(d, 2H, J=8.79 Hz). 6.84(d, 2H, J=8.79 Hz), 6.75(d, 1H. J=8.61 Hz). ' 
4.88(m, 1H) buried under MeOH signal. 4.28(s, 2H), 3.90(d, 1H, J .28 Hz), 3.80(d, 1H, J .28 Hz), 
10 3.71(s. 3H). 3.56(br s. 4H), 3.28(m, 1H) buried under MeOH signal, 2.96(br s. 4H). 1.58(d. 3H, J=6 59 
Hz).1.07(m,6H), 

MS(ES) M-H= 684.1 

{2-lsopropy<^W4- (4^orpholinylmethvl)-244-(trifluorornethyl)phenyn-1,3-thiazol-5. 
15 yl}methyl)sulfanynphenoxy}acetic acid 

'H NMR (CD3OD) 400MHz 6 8.1 2(d, 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.27(d. 1H, 
J=8.42 Hz). 7.04(s. 1H), 6.80(d, 1H, J=8.42 Hz). 4.76(s, 2H), 4.27(s, 2H), 3.87(m, 6H), 3.22(rn, 5H), 
1.07(d,6H,J=6.78Hz), 

MS(ES') M-H= 565.0 

{4-[({4-f r4-f4-Fluoroph enyl)-1 -piperazinyl1methvlV2-r4^trinuoromethyl)phenvl1-1 ,3-thlazol-5- 
yl}methyl)sulfanyl]-2-isopropylphenoxy)ace0c acid "~ 

1 H NMR (CD3OD) 400MHz 5 8.13(d, 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.28(d, 1 H, 
J=8.42 Hz), 7.09(s. 1H). 6.98(m. 4H), 6.81(d. 1H, J=8.42 Hz), 4.74(s, 2H), 4.28(s, 2H). 3.89(s, 2H). 
3.61 (br s. 4H), 3.29(rn, 1 H) buried under MeOH signal, 3.02(br s. 4H), 1 .07(d, 6H, J=6.78 Hz), 
MS(ES-) M-H= 658.0 

{4-t({44(4-Acetvl.1oip erazinvnmethvn-2-r4-ftrifluorornethvl)phenv»]-1.3-thlazol-5- 
yl)methyl)sulfanyl]-2-isopropylphenoxy)acetic acid 

1 H NMR (CD s OD) 400MHz 8 8.13{d, 2H. J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.28(d, 1H, 
J=8.42 Hz), 7.03(br s. 1H). 6.80(d. 1H. J=8.42 Hz). 4.76(s. 2H). 4.27(s. 2H), 3.80(m. 6H). 3.21 (m. 5H) 
2.1 1(s. 3H). 1.06(d, 6H. J=6.78 Hz). 
MS(ES-) M-H= 606.2 

2^4-[({4K[4^4-Methoxvphenvl)-1-pipe razinyl1methvl>-2-r4.(trifluoromethyl)phenyl]-1,3-th 
yl}methyl)sulfanyl]-2-propylphenoxy}propanoic acid 

1 H NMR (CD3OD) 400MHz 8 8.12(d. 2H. J=8.28 Hz). 7.79(d. 2H, J=8.28 Hz), 7.23(dd, 1 H, 
J=8.45, 2.24 Hz), 7.09(d. 1H. J=2.24 Hz), 6.95(d, 2H. J=9.14 Hz), 6.B4(d, 2H. J=9.14 Hz), 6.71( d , 1H, 
J=8.45 Hz), 4.81(q. 1H, J=6.72 Hz). 4.29(s. 2H), 3.98(d, 1H, J .14 Hz), 3.90(d, 1H, J .14 Hz), 3.71(s, 
3H). 3.50(br s, 4H). 3.21 (m. 4H). 2.50(1. 2H, J=7.33 Hz). 1.58(d. 3H. J=6.72 Hz). 1.48(m. 2H), 0 79(t 
3H. J=7.33 Hz), 
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MS(ES-) M-H= 684.0 

{4-f({4-(4- MotphoKnvlmethyl)-2-r4WtrifIuo^ 
propylphenoxy)acetic acid 

1 H NMR (CD 3 OD) 400MHz 8 8.1 0(d, 2H, J=8.79 Hz), 7.78(d, 2H, J=8.79 Hz), 7.20(dd, 1H, 
J=8.42, 2.20 Hz), 7.08(d, 1H, J=2.20 Hz), 6.75(d, 1H, J=8.42 Hz), 4.63(s, 2H), 4.26(s, 2H). 3.79(1, 4H, 
J=4.21 Hz), 3.64(s, 2H), 2.97(t. 4H, J=4.21 Hz), 2.53(t, 2H, J=7.42 Hz), 1.50(s, 2H), 0.82(t, 3H, J=7.42 
Hz), 

MS(ES-) M-H= 658.0 

{4-r({4^f4^4-Fluorophe nyl)-1-plperazinyllmethyl>-2-r4-(trinuoromethyl)phenvl1-1,3-thiazol-5. 
yl}methyl)su lfanyl]-2-propylphenoxy)acetic acid 

1 H NMR (CDCI3) 400MHz 8 7.97(d, 2H, J=8.24 Hz), 7.67(d, 2H, J=8.24 Hz). 7.12(dd, 1H. 
J=8.42, 2.20 Hz), 7.01 (d, 1H, J=2.20 Hz), 6.93(m, 2H), 6.83(m, 2H), 6.69(d. 1H, J=8.42 Hz), 4.62(s, 
2H), 4.12{s, 2H), 3.45(s, 2H), 3.26(t, 4H, J=4.85 Hz), 3.04(1, 4H. J=4.85 Hz), 2.52(t, 2H, J=7.33 Hz), 
1 .51 (s, 2H), 0.83(t, 3H, J=7.33 Hz), 

2^4-[({4^(3,5-Dimethyl-1-piperazinyl)methyn-244-(trifluoromethyl)phenvn-1,3-thiazol-5- 
yl)methy!)su.fanyl]-2-methylphenoxy)propanoic acid 

1 H NMR (CDCI 3 ) 400MHz 8 8.03(d, 2H, J=8.23 Hz), 7.71 (d, 2H, J=8.23 Hz). 7.20(m, 2H). 
6.66(d, 1H. J=8.55 Hz). 4.72(q. 1H. J=6.64 Hz). 4.26(d. 1H. J .87 Hz). 4.1 8(d, 1H. J .87 Hz). 3.34(m, 
2H). 3.05(m, 2H). 2.71 (m, 2H). 2.21 (s. 3H). 1 .97(m. 2H), 1 .63(d, 3H, J=6.64 Hz). 1 .35(m, 6H). 

MS(ES*) M+H= 580.1 

HPLC(C-18 3nrn) 1 %MeOH/ 0-99% AcetonitrileAWater (0.1 %TFA) 5min run R,= 3.98 

2^4-r({4^r4^4-Chlorophenyl)-1-piperainyllm^ 
yl}methyl)sulfanyll-2-methylphenoxy}propanoic acid 

'H NMR (CDCI 3 ) 400MHz 8 10.42(s, 1H), 7.92(d. 2H. J=8.20 Hz). 7.64(d. 2H. J=820 Hz). 
7.1 5(d. 2H, J=9.06 Hz). 7.01 (d. 1H. J=2.20 Hz). 6.96(d. 1H, J=8.37 Hz). 6.72(d. 2H, J=9.06 Hz), 
6.59(d. 1H, J=8.37 Hz). 4.64(q, 1H, J=6.78 Hz). 4.09(s, 2H). 3.58(d, 1H. J .18 Hz). 3.49(d. 1H. J .18 
Hz). 3J26(m, 4H), 3.05(m, 4H), 2.13(s, 3H), 1.56(d. 3H, J=6.78 Hz). 

MS(ES + ) M+H= 662.0 

HPLC(C-18 3pm) 1%MeOH/ 0-99% Acetonrtrile/Water (0.1%TFA) 5min run R,= 4.13 

2-{4-[({4-{[4-(terf-Butoxycarbonvl)-1-piperazinvnmethvl)-2-f4-{trifluoromethyl)phenvlM,3- 
thiazol-5-yl}methyl)sulfany[1-2-methylphenoxy}propanoic acid 

1 H NMR (CDCI3) 400MHz 8 10.07(s. 1H). 7.93(d, 2H. J=8.23 Hz), 7.63(d, 2H, J=8^3 Hz). 
7.04(s. 1H), 6.98(d, 1H, J=8.37 Hz). 6.58(d. 1H, J=8.37 Hz). 4.65(q. 1H. J=6.78 Hz). 4.12(d. 1H. J .70 
Hz). 4.05(d, 1H, J .70 Hz), 3.47(m. 6H), 2.73(m, 4H), 2.14(s, 3H), 1.57(d, 3H. J=6.78 Hz), 1.38(s, 9H) 

MS(ES*) M+H= 652.0 
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HPLC(C-18 3nm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run R,= 4.16 

242.MethvU.r({4^1-pIpera2i nylmethvl).2.r4^trifluoromethvlbhenvl1.1.3-thia Z ol.S^ 
yl}methyl)sulfanvnphenoxy)propanotc acid 

1 H NMR (CDCW 400MHz 8 9.26(br s, 1H). 7.97(br s, 2H). 7.63(br s, 2H), 7.10(br s 2H) 
6.67(brs, 1H),4.56(brs, 1H), 4.11(br s. 2H), 3.39(br s, 2H). 2.98(br s. 4H). 2.41 (br s, 4H) 2 07(brs 
3H),1.44(brs,3H), ' 1 ' 

MS(ES') M+H= 552 

HPLC(C-1 8 3|im) 1 %MeOH/ 0-99% Acetonitrile/Water (0.1 %TFA) 5min run R,= 3.80 

i 2-lsopro P yl-4^{4Hr4-(3-metho X vphenvn-1-Dlp erazinvllmethvl>.2-f4.ftrif1uororn 
1>3-thiazol-5-yl)methvl)sulfanvllphenoxv)acetic acid 

'H NMR (CD 3 OD) 400MHz 6 8.13(d. 2H, J=8.06 Hz), 7.79(d. 2H. J=8.06 Hz), 7.28(d, 1H, 
J=8.24 Hz), 7.15(m, 1H). 7.09(s. 1H), 6.80(d, 1H, J=8.24 Hz). 6.52(m, 3H). 4.74(s. 2H). 4 28(s 2H) 
3.88(s. 2H), 3.73(m, 3H), 3.48(br s, 4H), 3.29(m. 1 H) buried under MeOH signal, 3.05(s. 4H), 1 .06(d. 
6H, J=6.59 Hz), 

MS(ES-) M-H= 670.0 

{ 4 -[(W[4-(4-Acet y iphenyl)-1. P iperazlnvnmeth y l}.2-f44trifluoromethvl) P he 
y»}methyl)sulfanvn-2-isopropylphenoxy)acetic acid 

1 H NMR (CD,OD) 400MHz 8 8.13(d. 2H. J=7.87 Hz). 7.91 (d. 2H. J=8.79 Hz), 7.78(d. 2H, 
J=7.87 Hz). 7.27(d, 1H. J=8.24 Hz). 7.09(brs. 1H). 7.02(d, 2H. J=8.24 Hz). 6.80(d, 1H. J=8 79 Hz) 
4.74(s. 2H), 4.29(s, 2H), 3.89(s. 2H). 3.62(brs. 4H). 3.30(m. 5H). 2.51(s. 3H). 1.07(d. 6H. J=6 78 Hz) 

MS(ES-) M-H= 682.0 

{2.|sopro Py M.[({4.fl4-(4-methoxvphenvlMoi p era 2 invnmethvl>-2-f4-(trifluoromethY np 
1 .3-thiazoi-5-yl}methvl)sulfanyQphenoxy}acetic acid 

1 H NMR (CD3OD) 400MHz 5 8.13(d. 2H. J=8.06 Hz). 7.79(d. 2H. J=8.06 Hz), 7J29(d 1H 
J=8.45 Hz). 7.09(s. 1H). 6.98(d, 2H, J=8.45 Hz). 6.83(m. 3H). 4.73(s. 2H). 4.30(s. 2H). 3.90(s 3H) 
3.35(m. 1 1 H). 1 .07(d. 6H, J=6.59 Hz). 

MS(ES-) M-H= 670.0 

2^4-[({4-(4.Morpholinylmethyl).2-[4^trifluorom e t hyl) P henvn.1.3.thiazo|.5-vl>meth V n su lf a n»i 1 . ? 
propylphenoxy)propanoic acid — 

1 H NMR (CD,OD) 400MHz 8 8.18(d. 2H. J=8.00 Hz). 7.84(d. 2H. J=8.00 Hz). 7.30(dd 1H 
J=8.55. 2.48 Hz), 7.11(d. 1H. J=2.48 Hz). 6.78(d, 1H, J=8.55 Hz). 4.91(s. 1H) buried under MeOH" 
signal. 4.33(s, 2H), 3.94(m. 6H), 3.24(br s. 4H), 2.56(1. 2H. J=7.45 Hz). 1.59(m. 5H), 0.86(t 3H 
J=7.45 Hz). ' ' 

MS(ES') M-H= 579.0 
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2H4-r({4^r4^4-Fluorophenvl)-1oi P erazinvl1methyl>-244^trifluoromethvnphenyn-1.3-thla2ol-5. 
yl)methyl)sulfanyH-2-propylphenoxy}propaoolcacid 

1 H NMR (CD3OD) 400MHz 6 8.18(d, 2H, J=8.28 Hz), 7.85(d, 2H, J=8.28 Hz), 7.30(dd, 1H, 
J=8.55, 2.21 Hz), 7.1 6(d, 1H, J=2.21 Hz), 7.06(m, 4H), 6.78(d, 1H, J=8.55 Hz), 4.89(brs, 1H) hidden 
5 under MeOH signal, 4.35(s, 2H), 4.06(d, 1 H, J .35 Hz), 3.98(d, 1 H, J .35 Hz), 3.68(br s, 4H), 3.08(br s, 
4H), 2.56(t. 2H, J=7.45 Hz), 1.57(m. 5H), 0.86(t, 3H, J=7.45 Hz). 
MS(ES-) M-H= 672.0 

2^4-[({4^4-Acetvl-1-plperazinyl)methyl1-2-[4-(trifluoromethvl)phenvl1-1,3-thiazol-5- 
10 yl}methyl)sulfanyll-2-propylphenoxy)propanoic acid 

1 H NMR (CD 3 OD) 400MHz 6 8.17(d, 2H, J=8.28 Hz), 7.84(d, 2H, J=8.28 Hz), 7.29(dd, 1H, 
J=8.55, 2.21 Hz). 7.10(d, 1H, J=2.21 Hz), 6.77(d, 1H. J-8.55 Hz), 4.93(q, 1H, J=6.78 Hz), 4.32(s. 2H), 
3.86(m, 6H), 327(m. 4H), 2.56(m, 2H), 2.18(s, 3H), 1.66(d, 3H, J=6.78 Hz), 1.54(m, 2H), 0.85(t, 3H, 
J=7.31 Hz), 
15 MS(ES-) M-H= 620.0 

2^4-rK4^r4^3-Met hoxyphenvlH-pipera2invl1methyl)-2-r4Wtrifluoromethy^ 
yl}methyl)sulfanyl]-2-propylphenoxy}propanoic acid 

1 H NMR (CD,OD) 400MHz 5 8.1 8(d, 2H, J=8.55 Hz), 7.85(d. 2H, J=8.55 Hz), 7.30(dd. 1H, 
20 J=8.55, 2.21 Hz), 7.22(t, 1 H, J=8.55 Hz), 7.1 6(d, 1H, J=2.21 Hz). 6.77(d, 1 H, J=8.55 Hz), 6.58(m, 3H). 
4.80(m. 1 H), 4.34(s, 2H). 4.06(d, 1 H, J .07 Hz), 3.97(d. 1 H, J .07 Hz), 3.79(s, 3H). 3.60(br s, 4H). 
3.08(br s. 4H), 2.56(t, 2H, J=7.17 Hz). 1.58(m, 5H), 0.85(t, 3H, J=7.17 Hz). 
MS(ES-) M-H= 684.1 

25 2^4-r((4^r4^4-Acetylphen yl)-1-piperazinynme 

yl}methyl)sulfanyl1-2-propvlphenoxy)propanoic acid 

1 H NMR (CD3OD) 400MHz 5 8.12(d, 2H, J=8.28 Hz), 7.91(d, 2H, J=9.14 Hz), 7.78(d. 2H, 
J=8.28 Hz), 7.22(dd, 1H. J=8.28, 2.24 Hz), 7.10(d. 1H, J=2.24 Hz). 7.03(d. 2H, J=9.14 Hz). 6.71(d, 
1H, J=8.28 Hz). 4.81(q. 1H, J=6.72 Hz), 4.29(s, 2H), 3.99(d, 1H, J=.14 Hz), 3.91(d, 1H. J .14 Hz). 
30 3.60(br s, 4H), 3.33(m. 4H). 2.48(m. 5H). 1.59(d, 3H. J=6.72 Hz). 1.48(m, 2H). 0.78(1. 3H. J=7 41 Hz) 
MS(ES-)M-H= 696.1 

2^2-MethyM4({4^f4^2-pvrimidin vt)-1- P iperazinyi]methvl>-2-f4-(trifluorometh 
thiazo»-5-yl}methyl)sulfanyi1phenoxy}propanoic acid 

35 1 H NMR (CD3OD) 300MHz 6 8.35(d, 2H, J=4.69 Hz), 8.1 3(d, 2H, J=8.28 Hz), 7.80(d, 2H, 

J=8.28 Hz), 7.21(s, 1H), 7.13(d, 1H, J=8.28 Hz), 6.71(d, 1H, J=8.28 Hz), 6.63(t. 1H, J=4.69 Hz), ' 
4.59(m, 1H). 4.31 (s. 2H). 3.86(t. 4H, J=4.69 Hz), 3.50(s, 2H), 2.69(1, 4H. J=4.69 Hz), 2.22(s. 3H) 
1.59(d.3H, J=6.78Hz), 

MS(ES-) M-H= 628.5 
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2^4-r(mr4-(2.4Qi methoxyphenyl)-1-piperazinyl1methvl>-2-f4-(trifluoronifethvnphenvll-1 r 3- 
th!azol«5.vl>methyl)sulfanyl]-2-methvlphenoxy}propanoic acid 

1 H NMR (CD,OD) 300MHz 5 8.17(d, 2H, J=8.00 H2), 7.80(d. 2H, J=8.00 Hz), 7.20(br s, 1H), 
7.04(br s, 1 H), 6.92(d, 1 H, J=8.55 Hz), 6.67(br s, 1 H), 6.56(m, 1 H), 6.48(m, 1 H), 4.59(br s, 1 H), 
5 4.27(s, 2H), 3.84(s. 3H). 3.78(s, 3H), 3.55(s, 2H), 3.07(m 8H), 2.21 (s, 3H), 1 .56(br s, 3H), 
MS(ES) M-H= 685.6 

2-{2-Methyl-4-r({4-({4-[2-oxo-2-(1-pyrrolidinyl)ethylM-piperazinyl}methyl)-2-r4- 
(trifluoromethyl)phenyQ-1,3-thiazo>-5-yl}methyl)sulfany]]phenoxy)propanoic aci d 
10 MS(ES ) M-H= 660.7 

CHN Analysis 0.3 H 2 0 (Theoretical %C=53.62, %H=6.05, %N=7;82; Found %C=53.33, 
%H=6.01, %N=7.95) 

2-r2.MethvM^r244-(trif»uoromethyl)phenyn-4-{{4-f3-(trifluoromethynphenvll-1. 
15 piperazinvl)methyl)-1,3-thlazol-5-yl]methyl)sulfanyi)phenoxy1propanoic acid 

1 H NMR (CD 3 0D) 300MHz 5 8.09(d, 2H, J=8.28 Hz), 7.77(d. 2H, J=8.28 Hz), 7.40(s, 1H), 
7.19(m, 4H). 7.07(d, 1H, J=7.73 Hz), 6.71 (d, 1H, J=8.28 Hz), 4.47(m, 1H). 4.33(s, 2H). 3.53(s, 2H), 
3.23(m. 4H), 2.64(m, 4H), 2.22(s, 3H), 1.57(d, 3H, J=6.78 Hz), 
MS(ES') M-H= 694.5 

2^4-f({4^f4^2-Metho xyphenvl)-1^iperazinvnmethyl}-2-f4.ftrifluoromethW)phenyn-1,3-thi 
yl)methyl)sulfanyl]-2-methylphenoxy}propanoic acid 

1 H NMR (CD3OD) 300MHz 5 8.09{d, 2H, J=8.28 Hz), 7.77(d, 2H, J=8J28 Hz), 7.25(s. 1H), 
7.17(s, 1H), 6.96(m, 4H), 6.70(s, 1H), 4.51 (m, 1H), 4.34(s, 2H), 3.86(s, 3H). 3.57(s, 2H), 3.07(br s, 
4H), 2.76(br s, 4H), 2.23(br s, 3H), 1 .54(br s, 3H), 
MS(ES-) M-H= 656.5 

2-{4-[({4-[(4-Acetvl-1-piperazinyl)methyn-2-r4-(trifluoromethvl)phenyll-1.3-thiazol-5- 
. yl)methyl)sulfanyn-2-methylphenoxy}propanoic acid 

1 H NMR (CDCI 3 ) 400MHz 8 7.93{d. 2H, J=8.20 Hz), 7.63(d, 2H, J=8.20 Hz), 7.02(m, 2H), 
6.57(d, 1H, J=8.20 Hz), 4.65(q, 1 H. J=6.78 Hz), 4.1 6(d, 1H, J .87 Hz), 4.09(d, 1H, J .87 Hz), 3.55(m, 
6H). 2.74(m, 4H), 2.1 1 (s, 3H), 1 .98(s, 3H), 1 .55(d, 3H, J=6.78 Hz). 
MS(ES + ) M+H= 594.0 

HPLC(C-18 3pm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run R,= 3.79 

2^2-MethyM-r«44r4 -(4s>vridinvl)-1-plperazinyl1methyl}-2-f4^trifluoromethyl)phenyn-1.3. 
thiazol-5-yl)methyl)sulfanyl]phenoxy}propanoic acid 

'H NMR (CD 3 OD) 400MHz 8 8.01 (d. 2H, J=8.20 Hz), 7.95(d, 2H, J=8.20 Hz), 7.64(d. 2H. 
J=8.20 Hz), 7.1 6(d. 1H. J=2.22 Hz), 7.09(dd, 1H, J=8.37, 2.22 Hz), 6.97(d, 2H, J=8.20 Hz), 6.63(d, 
1H, J=8.37 Hz), 4.48(q, 1H, J=6.78 Hz). 4.19(s, 2H), 3.57(t, 4H. J=5.10Hz), 3.48(s, 2H), 2.46(t, 4H. 
J=5.10 Hz), 2.14(8, 3H), 1.54(d. 3H, J=6.78 Hz), 
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MS(ES + ) M+H= 629.0 

HPLC(C-18 3nm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run R,= 4.22 

2K4-r«4^r4^3-Meth oxyphenvl).1olpera2invnmethylK44.ftrifluoromethvl)phenvl1^ 
5 yl}methvnsulfanyl1-2-methylphenoxv}propanoic acid 

1 H NMR (CDCI 3 ) 400MHz 5 1 0.57(s, 1 H), 7.91 (d, 2H. J=8.20 Hz), 7.63(d, 2H, J=8.20 Hz), 
7.1 1(t, 1H, J=8.20 Hz), 6.98(m, 2H),6.60(d, 1H, J=8.20 Hz), 6.41 (dd, 2H, J=8.20, 2.22 Hz). 6.35(t, 1H, 
J=2.22 Hz), 4.65(q, 1H, J=6.84 Hz), 4.10(8, 2H). 3.72(s, 3H), 3.59(d, 1H, J .18 Hz), 3.49(d. 1H, J .18 
Hz), 3.35(m. 4H), 3.10(m, 4H), 2.12(s, 3H), 1.55(d. 3H, J=6.84 Hz). 
10 MS(ES*) M+H= 658.0 

HPLC(C-18 3nm) 1%MeOH/0-99% Acetonitrile/Water (0.1 %TFA) 5min run R.= 4.09 

2^2-MethyM-rK4-( 4-moroholinvlmet^ 
yi}methyl)sulfanyflphenoxy}propanoic acid 

15 1 H NMR (CDCy 400MHz 8 11.61(s, 1H), 8.00(d, 2H. J=8.23 Hz), 7.69(d, 2H. J=8.23 Hz), 

7.10(dd, 1H, J=8.37, 2.20 Hz), 6.83(d, 1H, J=2.20 Hz). 6.71(d, 1H, J=8.37 Hz), 4.84(q, 1H, J=6.72 
Hz), 4.12(m, 4H), 3.84(m, 2H), 3.43(m, 3H), 3.19(m, 2H). 2.88(m, 1H). 2.10(s. 3H), 1.61(d, 3H, J=6.72 
Hz), 

MS(ES') M+H= 553.0 

20 HPLC(C-1 8 3pm) 1 %MeOH/ 0-99% Acetonitrile/Water (0.1 %TFA) 5min run R,= 3.89 

2K4-r({44t4-(Ethoxycarbo nylH-piperazinynm^ 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid 

1 H NMR (CDCI 3 ) 400MHz 5 10.39(s, 1H), 7.93(d. 2H. J=8.23 Hz). 7.64(d. 2H, J=8.23 Hz). 
7.05(d, 1H. J=2.39 Hz), 6.97(d. 1H, J=8.37 Hz), 6.57(d, 1H, J=8.37 Hz), 4.65(q. 1H, J=6.78 Hz). 
4.09(q. 4H. J=7.06 Hz), 3.58(m. 4H). 3.39(m, 2H), 2.74(m, 4H), 2.14(s. 3H), 1.57(d. 3H. J=6.78 Hz), 
1.21(t,3H, J=7.06Hz), 

MS(ES') M+H= 624.0 

HPLC(C-18 3nm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run R,= 3.93 

2^4-[({4^r4^4-Acetvlphenyl)-1.pi perazinvnmethyl}.244^trifluoromethyl)phenyl1-1.3-thiazol.5. 
yl)methyl)sulfanyl1-2-methylphenoxy>propanoic acid 

1H NMR (CDCI3) 400MHz 5 9.84(s, 1H), 7.91 (d, 2H. J=8.20 Hz). 7.81(d. 2H. J=8.89 Hz), 
7.63(d. 2H,- J=8.20 Hz), 7.00(d. 1H, J=2.20 Hz), 6.93(dd, 1H, J=8.37, 2.20 Hz), 6.76(d, 2H, J=8.89 
Hz). 6.58(d. 1H, J=8.37 Hz). 4.66(q. 1H, J=6.78 Hz). 4.08(s. 2H), 3.45(m. 6H), 2.96(m, 4H). 2.47(s. 
3H). 2.1 3(s. 3H), 1 .59(d, 3H. J=6.78 Hz). 
MS(ES*) M+H= 670.0 

HPLC(C-1 8 3pm) 1 %MeOH/ 0-99% Acetonitrile/Water (0. 1 %TFA) 5min run R,= 4.03 
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2^4-r((44r4^ 4-Fluoropte^ 

yl}methvl)sulfanyi]>2"methylphenoxy}propanoic acid 

1 H NMR (CDCI3) 400MHz 5 7.92(d, 2H, J=823 Hz), 7.62(d, 2H, J=8.23 Hz), 7.05(s, 1 H), 
6.89(m, 2H), 6.75(m, 2H), 6.55(d, 1H, J=8.23 Hz), 4.59(m, 1H), 4.1 7(m, 2H), 3.53(m, 2H), 3.21 (m, 
5 4H), 2.97(m, 4H), 2.12(s, 3H), 1.51(d, 3H, J=6.78 Hz), 
MS(ES + ) M+H= 646.0 

HPLC(C-1 8 3^m) 1 %MeOH/ 0-99% Acetonitrile/Water (0.1 %TFA) 5min ain R,« 4.1 1 

2^4-r({4^(4-K4-Fl uorophenyte 
™ thiazoN5-yl)methyl)sulfanyn»2-methvlphenoxv)propanoic acid 

1 H NMR (CD3OD) 400MHz 5 8.03(d, 2H, J=8.20 Hz), 7.83(t, 2H, J=7.69 Hz), 7.73(d, 2H, 
J=8.20 Hz), 7.33(t, 2H, J=7.69 Hz), 7.1 7(s, 1H), 7.08{d, 1H, J=8.20 Hz), 6.64(d, 1H, J=8.20 Hz), 
4.67(br s, 1 H), 4.22(s, 2H), 3.37(s, 2H), 2.99(br s, 4H), 2.50(br s, 4H), 2.1 6(s, 3H), 1 .57(d, 3H, J=6 84 
Hz), 

15 MS(ES*)M-H= 708.0 

2^2-Methyl ^-K{4-fl4-(3wrieth^^ 

1 ,3>thiazol>5-yl}rnethyl)sutfanyllphenoxy)propanoic acid 

1 H NMR (CD3OD) 400MHz 6 8.12(d, 2H, J=8.28 Hz), 7.80(d, 2H, J=8.28 Hz), 7.23(d, 1 H, 
20 J=2.21 Hz), 7.17(dd, 1H, J=8.28, 2.21 Hz), 6.72(d, 1H, J=8.28 Hz), 4.72(q, 1H, J=6.44 Hz), 4.32(s, 
2H), 3.63(br s, 4H), 3.44(s, 2H), 2.59(br s, 4H), 2.31 (d, 2H, J=6.90 Hz), 2.21 (s, 3H), 2.06(m, 1 H), ' 
1 .62(d, 3H, J=6.44 Hz), 0.98(d, 6H, J=6.90 Hz), 
MS(ES-) M-H= 634.0 

25 2^44({4^r4- (Cyclohexylcarbo^^ 

thiazol-5'y»)methyl)sulfanyr|*2>methylphenoxy}propanoic acid 

1 H NMR (CD3OD) 400MHz 6 8.06(d, 2H, J=8.10 Hz), 7.74(d, 2H, J=8.10 Hz), 7.16(d, 1 H, 
J=2.24 Hz), 7.09(dd, 1H, J=8.45, 2.24 Hz), 6.64(d, 1H, J=8.45 Hz), 4.68(q, 1H, J=6.78 Hz), 4.25(s, 
2H) ( 3.60(br s, 4H), 3.42(s, 2H), 2.62(br s t 4H), 2.16(s, 3H), 1.72(m, 5H), 1.56(d, 3H, J=6.72 Hz), ' 
30 1.31 (m,6H), 

MS(ES-)M-H= 661.0 

2^2-MethyM-r«4^[4-(2H3yr^ 
thiazol>5>yI}methyl)sulfanyl]phenoxy}propanoic acid 
35 1 H NMR (CD3OD) 300MHz 6 

8.17(m, 4H), 7.81(m, 3H), 7.26(brs, 1H), 7.13(brs, 1H), 6.75(br s, 1H), 4.68(br s, 1H), 4.32(s, 
2H), 3.65(br s, 4H), 3.48(s, 2H), 2.64(br s, 4H), 2.20(s, 3H), 1 .60(br s, 3H), 

MS(ES-) M-H= 628.3 

40 2444({4-({4-I4-(dimethy)am 

thiazol>5-yi}methyl)sulfanyl]-2-methy]phenoxy}propanoic acid 
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1 H NMR (CD 3 OD) 400MHz 5, 
Hz) 7 ^ M 2 r B it'^, HBX 7-a0C * ^ 7JH «* » 1 Hz),7.21(d,1H J=2 21 

MS(ES-)M-H= 697.0 

y!}meth yl)sulfanvn.2.methvl P h 6 n 0 yy | p 7^tr^ //P Y LLg tft.azot § . 

'H NMR (CD s OD) 400MHz 6 8.06<d, 2H, J=8.28 Hz), 7.73(6, 2H J=8 2° Hz) 765/m 1m 
I Z S 82)1 7 07(d ' 1K J=8 55 7 -° 1 ^ J = 3.62 Hz), 6 63^ H '™ 
3H^^ 

MS(ES")M-H= 644.1 

■ 2 . WW^Cyclo P entylcarbonyl).1. P l De r a2 iny i] m ethvIV2.r4^ trifl,,»r m 

th.a Z o|.5.yl>methyl)sulf a nvl1.2.m^h ylp henoxv ; D ' rop a ; n L^ 1 

1 H NMR (CDjOD) 400MHz 5 8.13(d. 2H, J=8.28 Hz), 7.80(d, 2H J=8 28 Hz) 7 23W 1H 
MS(ES-) M-H= 646.2 

MS(ES') M-H* 633.1 

"iig^te^ y ' p eny '' 1 - ^ - 

J-2 20 Hz H )Tl^ C iL°? 400MHZ 6 810(d ' 2H ' J=8 23 7J6(d ' 2H ' J=823 1H 
3 42(s 2 m' 2 » K ;i 20 ^ 6 6?(S ' 1HX 4 68(q ' 1H " J=6 84 Hz >' 4 - 28 <*. 2HJL 3.68(br s 4H) 

( ' m l*Z*2V 9{s ' 3H)> 1 - 95(m ' 1H) " 1 ' 57(dl 3H ' J=6M °- 84 <- 4H > " 



1,3.th,azo|. 5 . yt ) m ethvl)sulf a n Vl1 phon ^ r ; p r ano|c gjj ^ ~ Chy,) 
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1 H NMR (CD3OD) 300MHz 8 8.10(d, 2H, J=8.20 Hz), 7.76(d, 2H, J=8.20 Hz), 7.63(d, 1 H, 
J=5.13 Hz), 7.37(d, 1H, J=5.13 Hz), 7.22(brs, 1H), 7.10(brs, 1H), 7.02(br s, 1H), 6.64(brs, 1H), 
4.67(br s, 1 H), 4.27(s, 2H), 3.74(br s, 4H), 3.40(s, 2H), 2.53(br s, 4H), 2.16(br s, 3H), 1 .57(br s, 3H), 

MS(ES-) M-H= 660.1 

2^4-[({4-fr 4-(2,4-Difluorophenyl)-1-plperazinvnmethv»}-2-r4-»rif»uoromethvl)phenyl]-1,3-thiazol- 
5-yl}methvl)sulfanyl]-2-methylphenoxy)propanoic acid 

'H NMR (CD3OD) 300MHz 5 8.10(d, 2H, J=8.28 Hz), 7.73(d, 2H, J=8.28 Hz), 7.20(br s, 1 H). 
6.92(m, 4H), 6.60(d, 1H, J=8.55 Hz), 4.59(br s. 1H), 4.23(s, 2H), 3.44(s. 2H). 3.06(brs, 4H), 2.80(br s, 
4H), 2.17(s. 3H), 1.53(d, 3H, J=6.35 Hz), 

MS(ES-)M-H= 661.2 

2>f2-Methvl-4W(f2-r4-(tri fluoromethynphenvn-4^4-r4-(trinuoromethyl)phenvn-1» 
plperazlnyl} methyl)-1,3-thiazol-5-yllmethyl}sulfanvl)phenoxylpropanoic acid 

1 H NMR (CD3OD) 300MHz 8 8.1 1(d, 2H, J=8.28 Hz), 7.78(d, 2H, J=8.28 Hz), 7.49(d, 2H, 
J=8.55 Hz). 7.24(d. 1H, J=2.39 Hz), 7.15(d. 1H, J=8.55 Hz), 7.04(d, 2H, J=8.55 Hz), 6.71(d, 1H, 
J=8.55 Hz). 4.55(br s, 1H), 4.32(s, 2H), 3.51 (s, 2H). 3.31 (m. 4H), 2.68(t, 4H, J=4.97 Hz). 2.22(s, 3H), 
1.59(d,3H, J=6.07Hz), 

MS(F.S") M-H= 694.5 

2^4-[({4^[4-(»sobutoxycarb onyl)-1.piperazinyl1methyl}-2-r4-(trifluoromethyl)phenvl1-1.3.thiazol. 
5-yl)methvl)sulfanyl]-2-methylphenoxy}propanoicacid 

'H NMR (CD,OD) 400MHz 6 8.1 3(d, 2H, J=8.28 Hz), 7.80(d, 2H, J=828 Hz), 7.22(d, 1H, 
J=2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 6.71(d. 1H, J=8.28 Hz). 4.75(q. 1H. J=6.90 Hz), 4.31(s, 
2H). 3.89(d, 2H, J=6.90 Hz), 3.57(brs, 4H), 2.68(t, 4H, J=4.69 Hz), 2.22(s, 3H), 1.96(m, 1H), 1.62(d, 
3H, J=6.90 Hz), 0.96(d. 6H, J=6.90 Hz), 

MS(ES-) M-H= 650 

2-{4-[((4-({4-r(Benzvloxv karbonvn-1-piperazinvl)methyl)-2-r4-(trifluoromethvl)phenyn-1.3. 
thiazoI-5-yl}methyl)sulfanyl]-2-methvlphenoxy)propanoicacid 

'H NMR (CD3OD) 400MHz 5 8.06(d. 2H, J=8.03 Hz). 7.73(d, 2H, J=8.03 Hz), 7.30(m. 5H). 
7.15(br s, 1H), 7.08(dd. 1H. J=8.20, 2.22 Hz), 6.64(d. 1H, J=8.20 Hz), 5.08(s, 2H). 4.65(q, 1H, J=6J2 
Hz), 4.23(s, 2H). 3.51 (br s, 4H). 3.37(s, 2H), 2.57(br s, 4H). 2.1 5(s, 3H), 1 .55(d, 3H. J=6.72 Hz) 

MS(ES-) M-H= 684.0 

2-{4-[({4-{[4-(Methoxycarbonyl).1.pi P erazin vl1methvl>-2-f4-(trifluoromethv»phenylM,3-tbiazol.5. 
yl)methyl)sulfanyn-2-methylphenoxv>propanoic acid 

1 H NMR (CD3OD) 400MHz 8 8.06(d, 2H, J=8.37 Hz). 7.74(d. 2H, J=8.37 Hz), 7.1 6(d, 1H, 
J=2.21 Hz), 7.10(dd, TH, J=8.55, 2.39 Hz), 6.66(d, 1 H. J=8.55 Hz). 4.59(br s, 1H), 4.25(s, 2H), 3 .65(s, 
3H), 3.45(t, 4H, J=4.79 Hz), 3.38(s, 2H), 2.49(brs, 4H), 2.17(s. 3H), 1.55(d, 3H, J=6.32 Hz), 

MS(ES-) M-H= 608.0 
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2j2.Methyl-4.r(f4Hr4-(phenoxvcarbonYl).1. p i pe ra zinvnm e thvft .9. l 

1 H NMR (CD3OD) 400MH2 8 8.08(0, 2H, J=8.20 Hz), 7.75(d, 2H, J=8.20 Hz) 7 34(m 2H) 
7 - 13(dd ' 1H ' J=8 - 20 ' 222 ^ 2H). taw 1H. J= 8.20 Hz) 4 69(qT^ 78 

MS(ES') M-H= 670.0 

tHlazo|.5-vl}methv»sulfanYll P henoxv>proDano;cacid ^ i 

7 56fM ilTrf! 40 ° MHZ 5 8 -° 1(d ' 2H ' J=8 - 2 ° HZ) ' ? - 72(m ' 4H >' 763 ^ 1 H. >«0 Hz), 
7.56(M. 2ri), 7.13(d. 1H. J=2.22Hz). 7.05(dd, 1H, J=8.20, 2.22 Hz) 6 62(d 1H J=8 2n Hrf 4 7n/ 

MS(ES-) M-H= 690.0 



15 



20 



25 



30 



35 



S!E^^^^^^ ^ ^^^^ ^ Jf I S M 1= 
1 H NMR (CD3OD) 400MHz 5 8.01(d. 2H. J=8.20 Hz). 7.91(m, 4H) 7 71(d 2H J-8 20H^ 

2 ^, r({4 T' r( u Meth0 ^ PhPnY ^ 

V-tfrazoNS-Wlmethynsulfan^^ methyljphenyq. 

J-8 72 2w^L C ^ 40 ° MHZ 6 8 -° 2(d ' 2K J=8 37 HZ) ' 772(d ' 2H ' J=8 ?? H2 >. ^6(d, 2H. 
J-8 72 Hz). 7.14(d. 1H. J=2.21 Hz), 7.07(m, 3H), 6.63(d. 1H. J=8.37 Hz) 4 71fa 1H J-6 72 Ht\ 

MS(ES') M-H= 720.0 

g^Lg^^ 

7 13<d 1H ™* <^ D)40,Mt 5 80 ™ 2H. J=8.20 Hz), 7.75(d. 2H, J=8.20 Hz). 7.19ft, 1H) 
IZ'r im 2 95^ m 1K J=8 ' 20 HZ)> 4 - 7 ° (q ' 1K J=667 Hz >' 2H >. 3.40ft 2H) 

MS(ES-) M-H= 656.0 
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2^4-K{4WT4^Ethvls ulfonyO-1-piperainynme^^ 
yl}methyQsulfanyl]-2-methylphenoxy)propanolcacid 

1 H NMR (CD 3 OD) 400MHz 8 8.07(d. 2H. J=8.03 Hz). 7.74(d, 2H, J=8.03 Hz), 7.1 9(s, 1H), 
7.1 1(d, 1H, J=8.03 Hz), 6.65(d, 1H, J=8.03 Hz), 4.64(q, 1H, J=6.49 Hz), 4.26(s, 2H), 3.39(s, 2H), 
5 3.23(br s, 4H), 2.99(q, 2H, J=7.41 Hz), 2.51 (br s. 4H), 2.16(s, 3H), 1.55(d, 3H, J=6.49 Hz), 1.27(t, 3H, 
J=7.41 Hz), 

' MS(ES-) M-H= 642.0 

2-{2-Methyl-4-f »4-{r 4-(methylsulfonyl)-1 -piperazinyr|methvl>-2-[4^trifluoromethvl)phenvn-1 .3- 
18 thiazol-S-vl)methyl)sulfanyQphenoxy)propanotc acid 

1 H NMR (CD 3 OD) 400MHz 5 8.06(d. 2H. J=8.03 Hz), 7.74(d. 2H. J=8.03 Hz), 7.1 9(s, 1H), 
7.13(dd, 1H, J=8.03. 2.22 Hz), 6.66(d. 1H. J=8.03 Hz), 4.65(q, 1H. J=6.84 Hz), 4.27(s, 2H), 3.40(s. 
2H). 3.17(t. 4H, J=4.19 Hz), 2.80(s, 3H), 2.53(1, 4H, J=4.19 Hz), 2.17(s, 3H), 1.56(d, 3H, J=6.84 Hz), 
MS(ES) M-H= 628.0 

2K4-r({4^r4-(4-Fluo robenzoyl)-1-piperazinvnm^ 
y»methyl)sulfanyl1-2-methylphenoxy}propanoic acid 

1 H NMR (CD 3 OD) 300MHz 8 8.09(d, 2H, J=8.28 Hz), 7.76(d, 2H, J=8.28 Hz), 7.52(M, 2H), 
7.22(M, 3H), 7.13(dd, 1H, J=828. 220 Hz), 6.68(d, 1H. J=8.28 Hz), 4.67(q. 1H, J=6.81 Hz). 4.32(s. 
2H), 3.79(br s. 4H). 3.66(s. 2H), 2.90(br s, 4H), 2.1 7(s, 3H), 1 :59(d, 3H. J=6.81 Hz), 
MS(ES-)M-H= 671.9 

2-{4-f({4-r(4-{r4-(Ac etylamino)phenylIsulfonvlM-piperazinvl)methyn-2-r4- 
(trifluoromethvnphe nylM.3-thiazol-5-yl>methvl)sulfanyn-2-nriethylphenoxv)propar>oic acid 

1 H NMR (CD,OD) 400MHz 8 8.07(d, 2H, J=8.28 Hz), 7.83(d, 2H, J=8.83 Hz), 7.77(d. 2H, 1 
J=8.28 Hz). 7.71(d. 2H. J=8.83 Hz). 7.18(d, 1H, J=2.20 Hz), 7.10(dd, 1H, J=8.28, 2.20 Hz), 6.68(d, 
1 H, J=8.28 Hz), 4.71 (q, 1 H, J=6.53 Hz), 4.26(s. 2H), 3.42(s, 2H), 3.03(br s. 4H), 2.56(1. 4H, J=4.83 
Hz), 2.20(m, 6H), 1 .63(d, 3H, J=6.53 Hz), 
MS(ES-) M-H= 747.0 

2^4-r({4-(f44(4-Fluor oanilino)cart)onyn-lH>iperazinvl}methvl)-2-r4^trifluoromethvl)phenYl|-^ 
thiazol-5-yl)methyl)sulfanyl]-2-methy|phenoxv>propanoic acid 
MS(ES-) M-H= 687.5 

2-{4-r({4-fr4-(4-Metho xybenzoyl)-1 -piperazinYl1methyl)-2-f4-(trifluoromethy})phenvn-1 .3-thia2ol. 
5-vl)methvl)sulfanvn-2-methylphenoxy)propanolc acid 

1 H NMR (CD 3 OD) 300MHz 8 8.02(d, 2H, J=8.20 Hz), 7.69(d, 2H, J=8.20 Hz), 7.38(d, 2H, 
J=8.79 Hz). 7.12(d. 1H. J=2.24 Hz), 7.06(dd, 1H, J=8.28, 2.24 Hz), 6.95(d, 2H, J=8.79 Hz), 6.61(d. 
1 H, J=8.28 Hz), 4.58(q, 1 H, J=6.78 Hz), 4.25(s, 2H), 3.78(s, 3H), 3.71 (br s. 4H), 3.64(s, 2H), 2.88(br 
s, 4H), 2.10(s, 3H), 1.52(d, 3H. J=6.78 Hz), 
MS(ES-) M-H= 683.6 
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i^(W{4-r(3-Methoxvanilinoto^ 

1,3.thla2ol.5-vl)methvl)sulfa nyl1-2-methvlDhenoxv>prop anQic add 

'H NMR (CDCy 300MHz 6 8.04(d. 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz), 7.31(d 1H 
J=2.21 Hz), 7.16(m, 2H), 6.89(m, 2H). 6.59(dd, 1H, J=8.28, 2.21 Hz), 6.53(d, 1H, J=8.28 Hz) 4 73( Q 
1H, J=6.90 Hz). 4.33(d, 1H, J .63 Hz), 4.23(d. 1H, J .63 Hz). 3.79(s. 3H). 3.45(m. 6H). 2.36(1^ 
J=4.69 Hz), 2.24(s, 3H),1.64(d,3H,J=6.90 Hz), 
MS(ES-) M-H= 699.6 

g"< 4 -K{ 4 HW Amin °carbonyl).^^^ 

yI}methvnsul fanvn-2.methv>phenoxvteropanolc acid 

1 H NMR (CD 3 OD) 400MHz 8 8.15(d. 2H. J=8.28 Hz). 7.83(d. 2H. J=8.28 Hz), 727(d 1H 

J=2.48 Hz), 7.19(dd, 1H, J=8.55, 2.48 Hz), 6.74(d, 1H, J=8.55 Hz). 4.65(brs. 1H). 4.36(s, 2H) 3 57(s 

2H),3.48(brs.4H),2.64(br S .4H),2.24(s.3H).1.62(d.3H,J=6.62Hz) 
15 MS(ES-) M-H= 593.1 

^-KWWtCyclohexylaminolcart^^^ 

l^-thiazol-S-vDmethynsulfan vll^-methvlDhenoxyTpropanoic acid 

1 H NMR (CD 3 OD) 400MHz 6 8.15(d, 2H. J=8.28 Hz). 7.81(d. 2H, J=8.28 Hz), 724(br s 1H) 
7.13(br s, 1H), 6.73(br s, 1H). 4.75(brs, 1H). 4.30(s, 2H). 3.52(m, 7H). 2.68(br s. 4H), 2.24(s, 3H) 
1.75(m, 7H), 1.26(m, 6H), • 
MS(ES-) M-H= 675.0 



20 



25 



2-{2-Methyl-4-f({4-<{4-r(propvlamino)c arbonvn-1.pi per azinvl)methYl).2.[A. 
(trifluoromethy[)phenvH.1.3.thiazo|.S-vl>ni e th yl)sulfanvllDhen OX v> P r OP ano tcac ld 

1 H NMR (CD3OD) 400MHz 6 8.15(d, 2H. J=8.00 Hz). 7.81(d, 2H. J=8.00 Hz). 725(d 1H " 
J=2.21 Hz), 7.15(dd, 1 H, J=8.55. 2.21 Hz). 6.70(d. 1H. J=8.55 Hz), 4.68(q, 1H. J=6.53 Hz) 4 30(s 
2H). 3.60(s. 2H). 3.48(br s. 4H). 3.14<t, 2H, J=7.45 Hz). 2.73(t. 4H. J-5.10 Hz). 2.22(s. 3H) 1 S« 
• 3H, J=6.53 Hz). 1.52(s, 2H), 0.93(t, 3H, J=7.45 Hz), ■ ( ' 

30 MS(ES-) M-H= 635.3 

2H4-l(W{4-r(Eth Y lamino)c a rbo^ ^ 

thiazol-S-yDmethylteulfanyH^ -methvlDheno^propanoicacid ^~ ! ~ 
1 H NMR (CD,OD) 400MHz 6 8.15(d. 2H, J=8.28 Hz), 7.81(d, 2H, J=8.28 Hz) 7 25(d 1H 
J=2.48 Hz), 7.14(dd, 1H. J=8.28, 2.48 Hz), 6.70(d. 1H. J=8.28 Hz), 4.67(brs, 1H), 4.29( S 2H) 3 56(s 
2H). 3.46(br s. 4H). 3.22( q , 2H. J= 7,7 Hz). 2.68(t. 4H. J= 4.92 Hz). 2.21 (s. 3H). l! 6 1 (d. 3H ^6 35 
Hz), 1.1 4(t 3H, J=7.17 Hz), 
MS(ES') M-H= 621.1 



35 



40 



2^2-MethyM-[({4^ 

(trifluoromethYl)phenyn-1 y 3-thia zol-5>vl>m ethyl)sulfanyl1phenoxv}p 
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1 H NMR (CD,OD) 400MHz 6 8.05(d, 2H, J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz), 7.1 7(d, 1H, 
J=2.22 Hz), 7.09(dd, 1H, J=8.37, 2.22 Hz), 6.61 (d, 1H, J=8.37 Hz), 4.66(q, 1H, J=6.75 Hz). 4^20(8 
2H), 3.56(8, 2H), 3.42(br s. 4H), 2.69(m, 7H), 2.1 5(s, 3H), 1 .58(d, 3H, J=6.75 Hz), 

MS(ES-) M-H= 607.0 

5 

i^-r({4-({4-r(lsopropylamino) M rbo^ 

thiazol-5-vl}methyl)sulfanyl1-2-niethvlphenoxv>propanoic acid ~~ 

'H NMR (CD 3 OD) 400MHz 6 8.09(d, 2H, J=8.20 Hz), 7.75(d, 2H, J=8.20 Hz), 7.17(br s ; 1H). 
7.08(d. 1 H. J=8.20 Hz), 6.64(d, 1 H. J=8.20 Hz). 4.63(q. 1 H. J=6.49 Hz). 4.23(s. 2H). 3.84(m. 1 H). 

10 3.46(m,6H),2.68(brs.4H). 2.16(s. 3H),1.57(d.3H,J=6.49 Hz). 1.10(d,6H,J=6.32 Hz), 
MS(ES-) M-H= 635.0 

2 H4-[({4-({4-r(tert-Butylaminoto^ 

thiazol-5-yl}methyl)sulfanyq-2 methylphenoxv)propano»c acid - - 

'H NMR (CD3OD) 400MHz 6 8.08(d, 2H, J=8.20 Hz), 7.75(d, 2H. J=8.20 Hz). 7.1 6(d. 1H, 
J=2.22 Hz). 7.07(dd, 1H. J=8.37, 2.22 Hz). 6.64(d, 1H, J=8.37 Hz). 4.61(q. 1H, J=6.75 Hz). 421(s 
2H). 3.44(m, 6H). 2.71(br s. 4H), 2.16(s, 3H), 1.55(d, 3H, J=6.75 Hz), 1.27(s. 9H). 
MS(ES-) M-H= 649.0 

2^2-MethvU.ra44<4^r(2-phenvlethv l)amino1carbonyl>.1. P iperazinyl)fnethvn-2.r4. 
(trifluoromethvnphenv l]-1.3-thiazol-5-yl>methvl)sulfanvnphenoxvVpropanoicacid 

1 H NMR (CD3OD) 400MHz 8 8.08(d, 2H, J=8.03 Hz), 7.75(d. 2H, J=8.03 Hz). 7.17(s. 7H), 
6.64(d. 1 H. J=8.55 Hz). 4.61 (q. 1H. J=6.84 Hz). 4.24(s, 2H), 3.43(m. 9H). 2.76(1. 2H. J=7.52 Hz) ' 
2.62(br s, 4H). 2.16(s, 3H), 1.56(d, 3H. J=6.67 Hz). 
MS(ES-) M-H= 697.0 

2^4.[({4-f(4.Benzov|.1-piperazinvl)meth vn-2-r4-ftrifluoromethvl)phenYn-1,3-thiazo|.5- 
yl)methyl)sulfanyn-2-tnethylphenoxy}propanoic acid 

4 H NMR (CD 3 OD) 300MHz 8 8.03(d. 2H. J=8.28 Hz). 7.70(d. 2H. J=8.28 Hz). 7.42(m. 5H). 
7.13(d. 1H. J=2.24 Hz). 7.07(dd. 1 H. J=8.45. 2.24 Hz), 6.62(d. 1H, J=8.45 Hz). 4.61 (q. 1H. J=6.78 
Hz). 4.26(s. 2H). 3.83(br s, 4H), 3.62(s. 2H). 2.86(br s, 4H), 2.1.1 (t, 3H). 1.53(d, 3H, J=6 78 Hz) 
MS(ES') M-H= 653.7 

2-(2.MethyM.f({4-fr4.(4.propoxvphenvlM. p i P erazinvnmethvl1-2.r4-(trifluoromethyl)phenv)M.3. 
thlazol-5-yI}methvl)sulfanyl]phenoxv)propanolc acid 

'H NMR (CD3OD) 400MHz 8 8.1 1(d. 2H. J=7.69 Hz). 7.77(d. 2H. J=7.69 Hz), 7.1 5(s. 1H). 
7.08(do. IH. ..'=8.61. 2.20 Hz), 6.93(d. 2H. J=8.97 Hz), 6.82(d. 2H. J=8.97 Hz). c.67(d. 1H. J=8 6l' 
Hz). 4.57(q. 1 H, J=6.78 Hz), 4.24(s, 2H). 3.85(t. 2H, J=7.01 Hz), 3.55(s, 2H), 3.1 8(br s, 4H), 3.03(br s 
4H), 2. 1 6(s, 3H). 1 .73(m. 2H). 1 .54(d, 3H. J=6.78 Hz), 1 .00(1, 3H. J=7.01 Hz) 
MS(ES') M-H= 684.0 
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^!({4-{f4-(4.Ethoxy P henvn.l. p ipe r q2 invnmethvI) .2.p./f ri fi thyl) P henv 

y!2met;iyl)sulfanvn-2.meth v lph C nnv y } p ropanoic acid ^ UE ~^ 



H,3-thiazol-5- 

7.08(d d 1H, J=8.42, 2.20 Hz), 6.92(d, 2H, J-8.97 Hz), 6.81(d. 2H. J=8.9 Hz) 6 67( ' W j^l 

». m), i. ^ /-(s, 3H), 1 .55(d, 3H, J=6.78 Hz), 1 .32(t, 3H, J=6.78 Hz) 
MS(ES-)M-H= 671.0 

1n ^• Me *hyl^-f(f4^4.r4.ftn fluommP t h ^ 

15 MS(ES-)M-H= 710.0 

thiazot.5.yl}methvl)sulfanvn.2^ P fhy l ph enoxv ^; op an ; i ^r X/pn»nyHl.3 

n H NMR (CD 3 OD) 300MHz 6 8.1 7(d, 2H, J=8.28 Hz) 7 82(d 2H J-8 2fi u,\ , , n/h 4 w 

MS(ES-) M-H= 686.0 

. q .,k 1HNMR ( CD 3° D ) 30 °MHZ8 8.14(brs,2H).7.80(brs,2H),7.24(brs 1H) 712(brs 1H) 
MS(ES-) M-H= 642.3 



25 



30 



35 



40 



ylim^l) S u|fanvn^2-m e th y »phonnv r ^ ropanoic 



rtrifluorometh v»phenv!|-1 .3-th ^ 7H 5 



WO 02/059098 



PCT/US01/51056 



108 



1 H NMR (CD3OD) 300MHz 8 8.20(d, 2H, J=8.00 Hz), 7.80(d, 2H, J=8.00 Hz), 7.23(br s, 1H), 
7.01(m. 3H), 6.82(m, 2H), 6.66(brs, 1H), 4.74(brs, 1H). 4.26(s, 2H), 3.56(8, 2H), 3.12(m, 8H), 2.19(s 
3H),1.58(brs,3H), 

MS(ES-) M-H= 642.1 

^4-r({4-r(4-Butviv).1.piDe razinvl)methvn.2Wtrifluoromethyl)phenvl1-1.3-^ 
yl}methvnsulfanvn-2-methylphenoxv}propano>c acid ^~ 

1 H NMR (CD,OD) 400MHz 8 8.05(d, 2H, J=8.55 Hz), 7.72(d, 2H, J=8.55 Hz). 7.17(d, 1H, 
J=2.22 Hz), 7.08(d. 1H, J=8.55 Hz). 6.64(s. 1H). 4.56(q. 1H. J=6.55 Hz), 4.26(s. 2H), 3.54(br's. 4H) 
3.38(s. 2H), 2.46(br s, 4H). 2.33(t, 2H. J=7.43 Hz). 2.16(s, 3H). 1.58(m. 5H), O.S3(t. 3H. J=7.43 Hz) ' 

MS(ES-) M-H= 620.0 

2H2-MethyM-r(f4-r(4-pentanoyl-1-pipera zi^^^ 

5-yl}methyl)sulfanvnphenoxy}propanolcacid ~* 

1H NMR (CD 3 OD) 400MHz 5 8.06(d, 2H, J=8.20 Hz), 7.74(d. 2H, J=8.20 Hz), 7.17(d, 1H, 
J=2.22 Hz). 7.10(dd, 1H, J=8.20, 2.22 Hz). 6.65(d. 1H, J=8.20 Hz). 4.68(q, 1H. J=6.75 Hz), 4 25(s 
2H), 3.56(br s. 4H). 3.40(s. 2H), 2.56(br s, 4H). 2.36(t, 2H. J=7.35 Hz), 2.1 6(s, 3H), 1 .54(m, 5H). ' 
1 .34(m. 2H), 0.90(t, 3H, J=7.35 Hz), 

MS(ES-) M-H= 634.0 

2^4-[({4^f4^Methoxyace tyl)-1-piperazinyl]methvlV2^trffluoromethyl)phenvn-1,3-thiazol-5. 
yl}methyl)sulfanyI1-2-methylphenoxy}propanoicacid "~ 

1H NMR (CD 3 OD) 300MHz 8 8.07(d, 2H, J=8.37 Hz), 7.75(d, 2H. J=8.37 Hz), 7.18(d. 1 H, 
J=2.20 Hz). 7.1 1 (d. 1 H. J=8.37 Hz), 6.65(d. 1 H. J=8.37 Hz), 4.68(q, 1 H, J=6.72 Hz). 4.26(s, 2H). ' 
4.12(s. 2H). 3.57(br s, 2H), 3.46(br s, 2H), 3.39(s, 2H), 3.35(s, 3H), 2.53(t, 4H, J=4.79 Hz), 2.1 6(s 
3H),1.56(d.3H,J=6.72Hz). 

MS(ES-) M-H= 622.0 

2^4-[({44(4.[sobutvrvl-1- P i perazinvnmethyn.2.r4-(trinuoromethvl)phenvn-1.3-thiazol.5. 
yt}methyl)sulfanyn-2-methylphenoxy)propanoic acid ~* 

1 H NMR (CD,OD) 300MHz 8 8.10(d, 2H, J=8.28 Hz). 7.76(d. 2H. J=8.28 Hz). 7^0(d. 1 H, 
J=2.21 Hz), 7.13(dd, 1H, J=8.55. 2.21 Hz), 6.69(d, 1H, J=8.55 Hz), 4.67(q, 1H, J=6.81 Hz), 4!31(s, 
2H). 3.76(br s. 4H). 3.69(s. 2H). 2.92(m. 5H), 2.20(s, 3H), 1.59(d, 3H, J=6.81 Hz). 1.10(d, 6H. J=e'62 
Hz), 

MS(ES')M-H= 620.4 

2^4.[( {4^f4-(2,2-Dimethylpropanoy».1. P }perazinvnmethvt)-2-r4^trifluoromethvI)pheny»].ia. 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxv>propanoic acid -. -■<— ~— ■- 

'H NMR (CD 3 OD) 300MHz 8 8.10(d. 2H, J=8.28 Hz), 7.76(d. 2H, J=8.28 Hz), 7.19(d. 1 H, 
J=2.21 Hz). 7.13(dd, 1H. J=8.28, 2.21 Hz), 6.69(d, 1H. J=8.28 Hz), 4.68(q, 1H, J=6.71 Hz), 4.3 2 (s, 
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10 



15 



20 



2H), 3.83(brs. 4H). 3.71(s. 2H), 2.98(1. 4H. J=4.83 Hz), 2.20(8. 3H). 1.600, 3H. J=6.71 Hz), 1.28(3, 
MS(ES")M-H= 634.2 

g. P era2lnYl}methyl).1 ^ 

1 H NMR (CD 3 OD) 400MHz 6 8.10(d. 2H, J=8.06 Hz), 7.76(d, 2H, J=8.06 Hz) 7 40(t 1H 
J=7.69 Hz). 7.28(d, 2H, J=8.79 Hz), 7.18(s. 2H), 7.09(d. 1H. J=7.6 Hz) 6 81(d 2H -8 79 
4.31(s. 2H). 3.59(s, 2H), 3.31 ft 4H. J=4.94 Hz). 2.88(1, 4H. j=4.94 M s 6H) ' 

MS(ES")M-H=694.5 

%N=5.7?) HN Ana ' ySiS ^^'k^ %C=56 97 ' %H=4 49 ' %N =6- M! Found o/ eC =56.69. •/oH^.SS, 

j4-[({4-ff4-(ter(-Butoxvcar faonyl)-1-piperazinvnmethvlV. 2- 
5-yl)methvns ulfanvn-2-methylphenoxv} acBttft a rM 

7 ««. ,H ,u MR (CDS ° D) 40 ° MHZ 5 8 ' 05(d ' 2H> J=8 - 28 "* 773 < d ' 2H « J=8 -28 Hz). 7.18(s, 1H) 

1^3 9 H r 666(br s * 1H) ' 2H) - 4 - 26(s ' 2H) - 3 - 42(m - 6h) - 2 - 5 ° (brs> 4H) - ^ 3h >- 

MS(ES) M-H= 636.5 



25 



30 



35 



40 



{2.Methyl^f f 4 W 2-pyr^ 

5-yt)methv»sulf anynphenoxvte ee « ea rirf X JP"enyi n>3 tniazol- 

'H NMR (CD 3 OD) 400MHz 6 8.21(3, 1H). 8.09(d. 3H. J=8.10 Hz). 7.80(s. 1H) 7 75(d 2H 
J=828 Hz). 7.19(d. 1H. J=2.07 Hz). 7.13(dd. 1H, J=8.45. 2.24 Hz) 6 70(d 1H M 45 Zt'™' 
2H), 4.27(3. 2H). 3.66 ( br 3. 4H). 3.53(3. 2H). 2.77(br 3. 4H). 217^' 3H) ^ 

MS(ES') M-H= 612.4 

{4-[({4^2-Meth 0 xyphenyl).1-pip era7invnmethvtV2W ri quorom 

yl}methvl)s U »fany l].2.methvlp h e nn> y | a ^«L :!: , YVpnenyi] 1,3 th.azol-5- 

'H NMR (CD 3 OD) 400MHz 6 8.10(d. 2H. J=8.28 Hz). 7.75(d. 2H, J=8.28 Hz) 7 18(d 1H 
=220 Hz), 7.02(3. 2H). 6.92(dd, 2H. J=8.10. 2.20 Hz). 6.86(s, 1H) 6.62 d 1H J* 45 * 4 

mo(fcb ; M-rl= 640.5 

^•[({HK-fS-MethoxvphenY ^-l-piperazinY gmAthyi}.?- 
yl)methvl)sulfanvll.2.methy lphenoxy) a cc tir a rirt 

MS(ES) M-H= 642.0 
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10 



15 



20 



25 



30 



1 i 3.th.a 2 o|.5.vl>i nethvl)sulfanYl1 P henoxv> P roD a n 0 l e ^iH * lP V l 

1 H NMR (CD,OD) 400MHz 6 8.07(d, 2H, J=8.28 Hz), 7.73(d. 2H. J=8.28 Hz). 7.34(t 2H 

fUl M 2 !' It?' J=8 - 45 "* 718a 1H ' J=7 59 HZ) ' ™*l 2H « J =™ Hz). .80(d 2H ' 

f (S ' 2H) ' 3 - 68(br S ' 2H) ' 3 - 53(br S ' 2H) ' 3M ^ 2H >« 2 **» *■ 4HX 1 .52(s 6H) 
%H=5.or%N^2) S 1Me ° H(The0retical %C=58 02 ' %H=5 - 16 - %N=5.97; Found %C=58.33', 

2 ^ 4 " ff |4^ tert ~ BU ^ 

thia Z ol.5.y|)methyl)sulfanvn P h e no X vV2wneth v lpro P anoicaeid 

'H NMR (CD 3 OD) 400MHz 6 8.04(d, 2H, J=8.28 Hz), 7.71(d, 2H. J=8.28 Hz), 7.22(d 2H 



<trifluoromethyl)phenvn-1 .3- 



2-Methy|.2-f4■r({4^r4■(2- P v ra2 invl). H,ip er azinvllmeth^ 
thiazo|.5-yt}methy» S ulfanYt ]phenoxv>pro p a nom a riH 

7 ^ NMR (CD3 ° D) 40 ° MHZ 5 8 - 21 < S " 1H >- » 07 ^ 3H). 7.79(s. 1H). 7.73(d. 2H. J=8.28 Hz) 

4H) 1 »^ 6H)', 1 ° HZ) ' 679(d> J=8 ' 1 ° H2) " 4 " 30(S ' 2HX 3 65(br S ' 4H) ' 353 < S ' 2H >' s. 
MS(ES-)M-H= 627.6 

yOmethvnsulfan ynphenoxv^ethylpropanoicaJld ^ \ " ' 5 

1 H NMR (CD 3 OD) 400MHz 8 8.10(d, 2H. J=8.28 Hz), 7.74(d. 2H. J=8.28 Hz). 7.21(d 2H 
J^42Hz).7.00(m.1H),6.^^ < • - 

3.59(s. 2H). 3.14(brs, 4H). 3.01(br s, 4H). 1.51 6H), ( ' 

MS(ES-) M-H= 656.0 



|-1,3-thia2ot.s. 



35 



2-{4-[({4-{r4-(Ethoxvcart)o nyl).1. p » P erazinvnmethvl).2. 
yl)methy[)sulfanvn P hen 0y y). 3.methvlpro p a nnir a rlH 

1 H NMR (CD s OD) 400MHz 6 8.05(d, 2H. J=8.10 Hz), 7.72(d, 2H, J=8.10 Hz), 7 24(d 2H 
MS(ES-)M-H= 621.7 



2^({4^[4^4^so P rop OX yphenyl).1. pip P raz i nvnme thviV2.r4-ftriflu n rornethvl) P hen V n.1 ,3. 
th l azol.5-y»)methy»)s U |fa n vn.2. me fhyl p henoxv} p rf ,p annic ^i : Yl - 

1 H NMR (CD3OD) 400MHz 6 8.13(d. 2H. J=8.06 Hz). 7.79(d. 2H. J=8 06 Hz) 7 13fm 2m 
40 6.92(d. 2H, J= 8.97 Hz). 6.81(d. 2H. J=8 .97 Hz). 6.67(d. 1H. J=8.42 Hz), ^1^!^ 
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4.46(m. 1 H). 4.25(s. 2H), 3.56(s, 2H), 3.19(br s, 4H), 3.06(br s, 4H). 2.17(s, 3H), 1 .55(d, 3H, J=6 78 
Hz),1.24(d,6H,J=6.87Hz). ' 
MS(ES-) M-H= 685.0 

I4-({r4-(ri.1 , -Biphenvn-4-vl m ethv]).2-f4-ftrifluoromethvl> D h 6 ny|).1.3.thiazol.5. 
yqmethvnsu lfanyl).2-methylphenoxvlacet!c add 

TLC(5% MeOH/CH 2 Cy R,= 0.1 6 

MS(ES-) M-H= 603 

{2 -Methyl-4.[({2-(4-{trifluoromethvl> P henvl).4 . f4.f3-thienvl>b e n2yn-1.3-thiaz 0 ».5. 
yI}methvl)sulfanY ll phenoxy>ace«cacid 

1 H NMR (CDCI,) 300MHz 8 7.93(d, 2H, J=8.23 Hz), 7.61(d. 2H, J=8.23 Hz), 7 44(d 2H 
J=8.23 Hz), 7.36(s, 1H). 7.29(m, 2H). 7.08(m, 3H), 6.54(d, 1H, J=8.23 Hz). 4.52(s, 2H), 4.06(s, 2H), , 
3.90(s, 2H), 2.15(s, 3H), 

TLC(5% MeOH/CH 2 cy 0. 1 8 

MS(ES)M-H=609 

I*Hfl4-Benzyl2^trifl U o ro m^^ 

1 H NMR (CD 3 OD) 300MHz 8 8.04(d, 2H, J=8.23 Hz), 7.75(d, 2H. J=8.23 Hz), 7.34(d 2H 
J=8.76 Hz), 7.20(m, 5H). 6.88(d. 2H. J=9.76 Hz), 4.66(s, 2H), 425(s. 2H), 3.93(s. 2H) 
MS(ES ) M-H= 513.86 
TLC(20% MeOH/CH 2 Cy R,= 0.37 

2-f4-ffr4-Benzvl-2-/4-ftriflu oromethvl>phenvn-1.3-thiazol.5. 
yllmethvDsulfanvnphenoxylpropanoic acid 

1 H NMR (CDCI 3 ) 300MHz 8 8.02(d, 2H, J=8.23 Hz), 7.69(d. 2H, J=8.23 Hz), 7.26(m 7H) 
6.83(d, 2H, J=8.76 Hz). 4.80(q, 1H, J=6.72 Hz), 4.14(s, 2H). 3.90(m. 2H), 1.68(d, 3H, J=6.72 Hz)' 
MS(ES-) M-H= 528.43 '' 
TLC(20% MeOH/CH 2 Cy R,= 0.60 

[2-Methyl-4-({f2-(4^trifluoro methvl>phenYl)-4^2.phenvlethyD.1.3-thiazol-5. 
yl]methy»}s ulfanvDphenoxv1acettc acid 

1 H (CDCy 300MHz 8 7.99(d, 2H. J=8.79 Hz), 7.67(d, 2H, J=8.93 Hz). 7.18(m, 8H), 6 60(d 
1 H, J=8.51 Hz), 4.64(s, 2H), 3.85(s. 2H), 2.90(m, 2H), 2.80(m, 2H). 2.23(s, 3H), 

[4-({[4-f(Benzyloxy)methyn-2Wtrmuorom e thvl}p h e n yn.i,3.thtazo|.5-vnmethvl> S ulf a nv n. 9 . 
methylphenoxylacetic acid w — 

f H (CDCI 3 ) 300MHz 8 7.99(d. 2H, J=8.79 Hz), 7.67(d. 2H, J=8.79 Hz), 7.33(m, 4H) 7 28(s 
2H). 7.18(dd. 1H, J=2.33, 0.55 Hz), 7.08(ddd, 1H. J=8.38, 2.33. 0.55 Hz). 6.56(d. 1H, J=8 38 Hz) ' 
4.63(s, 2H), 4.53(s, 2H). 4.39(s, 2H), 4.1 9(s , 2 H), 2.21 (s, 3H), 
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[2-Methvl- 4-(fr2-(4-(trifluoromethvl>phenvl)-4-(3-phenylpropvn»1.3-thia2ol.5. 
yl]roethyl)sulfanyl)phenoxylacetic acid 

<H NMR (CDCI 3 ) 300MHz 5 7.82(m, 2H), 7.50(m, 2H). 6.94(m, 8H), 3.95(s, 2H), 2.55(m 4H) 
1.99(m,7H), 

{2-Methyl^rtf2-(4.{trifluo romethyl}phenyl)-4-r(2-phenvlethoxv)methvl1-1,3-thiazol-5- 
yl)methvnsulfanynphenoxy)acetic acid 

1 H NMR (CDCU 300MHz 8 7.92(m, 2H), 7.62(m, 2H), 7.20(m, 7H), 7.05(brs, 1H), 4.55(s, 
2H), 4.38(s, 2H), 4.09(s, 2H), 3.66(br s, 2H), 2.87(br s, 2H), 2.1 7(s, 3H), 
TLC(5% MeOH/Dichloromethane) R,= 0.65 

[4-(a4-(4-Brompbenzyl).2^4Ktrifluoromethyi}phenyl).1,3-thiazo|.5.yl]methyl}sulfanyl).2. 
methylphenoxy]acetic acid 

1 H NMR (CDCI,) 400MHz 8 7.82(d. 2H. J=8.20 Hz), 7.53(d, 2H, J=8.20 Hz), 7.22(d, 2H, 
J=8.55 Hz), 7.05(m. 1H), 6.97(dd, 1H, J=8.37, 2.39 Hz), 6.88(d, 2H, J=8.55 Hz), 6.47(d, 1H, J=8 37 
Hz), 4.47(s. 2H), 3.72(s, 2H). 3.36(s, 2H), 2.08(s, 3H), 

TLC(5% MeOH/CH 2 Cy Rr 0.16 

[4-({[4.Benzv|.2.(4-ftrifluror methvl)phenv».1.3-thiazol-S.vl1methvl>sulfanvn-2. 
methylphenpxylacetic acid 

1 H (CDCI a ) 300MHz 8 7.97(d, 2H, J=8.79 Hz), 7.64(d. 2H, J=9.48 Hz), 7.21 (m, 8H), 6.58(d, 
1 H, J=8.38 Hz), 4.65(s, 2H), 4.1 1 (s. 2H), 3.93(s. 2H). 2.22(s, 3H), 
MS(ES*) M+H= 529.99 

2 4 4 -[({4^5-Methyl-1,2,4.oxadiazol-3- ^ 
thiazpl-5-vnmethyl)sulfanyl]phenoxy}propanoicacid 

1 H NMR (CDCI S ) 400MHz 8 8.01 (d, 2H, J=8.03 Hz), 7.68(m, 3H), 7.43(m, 1H). 7.36(t. 1H, 
J=8.03 Hz). 7.20(d, 2H, J=8.89 Hz), 7.05(dd, 1H. J=8.20, 2.39 Hz), 6.79(d, 2H. J=8.89 Hz), 4.76(q, 
1H, J=6.78 Hz), 4.66(d, 1H, J .28 Hz), 4.36(d. 1H. J .28 Hz), 4.24(d, 1H, J .70 Hz), 4.1 5(d, 1H, J 70 
Hz),2.71(s,3H), 1.67(m,3H), 

MS(ES*) M+H= 628.0 

2^4-[({4-f[4-(4.Methoxyphenv»).1.piperazlny nfnethvl>.2.f4^trifluoromethvl)phenvn-1.3-thiazol.5. 
yl}methyl)sulfanyll-2-methylphenpxv}propanpic acid ■ — — 

1 H NMR (CDCI3) 400MHz 8 9.03(brs. 1H), 7.96(d, 2H, J=8.20 Hz), 7.67(d. 2H. J=8.20 Hz), 
7.15(d, 2H, J=8.72 Hz), 6.81(m, 6H), 4.12(s, 2H). 3.73(s, 3H), 3.50(s. 2H), 3.27(br s, 4H). 3.15(br s, 
4H),1.63(s,6H), 

HPLC(C-18, 3nm) 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run 
R,=2.89 min 
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2^4-{[(4-{r4-f4.Methoxvphenvl)-1. D ip e r a2 in ynmethvl>.2-Dh e nv|.1,3.thia Z ol.5 . 
yl)methvnsulfanyl}phenoxv).2 .methvlDro pan oic acid 

1H NMR (CDCy 400MHz 5 7.87(m, 2H), 7.44(m, 3H), 7.15(d, 2H, J=8.55 Hz). 6 82(m 6H) 
4.08(s. 2H), 8.78ft, 3H). 3.46(s, 2H). 3.31(m, 4H), 3.18(m. 4H), 1.65(s, 6H), 

R,=2.74 m^ 18, ^ 1%MeOH/ °- 90% CH 3CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run 

yl}methvl)sulf a nvn P henoxv^ceticacid X I i,j imazoi 5 

7 77« ou To" (CDC,3) 400MHZ 5 10 0 ° (S ' 1H)> 7 96(d ' 2H ' J=8 ' 20 7 - 66 W. 2H. J=8.20 Hz) 
7.27(d. 2H. J=8.72 Hz). 6.82(m. 6H). 4.51(3. 2H), 4.22(s. 2H). 3.80(s. 2H), 3.72(s. 3H). 3.21(m 8H) 

HPLC(C18. 3)im ) 1o/ eMe OH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run ' 
^=2.74 mm 

15 < 4 ^W^ethoxvphenvn-1. p;p e r azt nvnm e thv^. 2 . p h eny|.1.3.lhia 2t ,l. 5. 
yl)methynsu lfanyl}phenoxy)acetic acid ' 

1 H NMR (CDCI 3 ) 400MHz 6 9.49(br s, 1 H), 7.86(m, 2H), 7.42(m, 3H), 7.24(d, 2H J=855Hz) 
6.80(m. 6H). 4.50(s. 2H). 4.22(s, 2H). 3.81(s. 2H). 3.71(s. 3H). 3.24(m. 8H). 

20 R.^2.55 m* C{0 ' 16 ' ^ 1%Me ° H/ °- 9 ° % CH 3 CN/W ^ (0.1% TFA)/(50mM Et 3 N/TFA) 4min run 



25 



30 



35 



jfajfluorornethv 



t-thlazol-5- 



2-(4-[({4-ff4-(4-Methoxyph envl)-1.pi P erazinYnm g fhv 
yl)methvl>sul fanvnphenoxy}propanoic acid 

7 m ~ (CDC, 3> 400MHz -8 9 -3Ks. 1H). 7.96(d. 2H. J=8.20Hz). 7.68(d. 2H. J=8.20 Hz) 
7.18(d. 2H. J=8.55 Hz), 6.82(m, 6H). 4.73(q. 1H. J=6.67 Hz). 4.16(d. 1H, J .87 Hz) 4 10fd 1H J 87 
Hz), 3.72(3, 3H). 3.58(d, 1H. J .53 Hz), 3.51(d. 1H. J .53 HzJ. J (m . 8H). 1.59^ J^Hz) 

0 o or, HPLC(C - 18 ' 3im) 1 %^OH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4min run 
Rj=2.80 min 

g^^W^ethoxyphe^ 

yl)methvnsul fanvl>phenoxy)propanoic acid 

8 81, m : H m N ^f DC, 3) 400M Hz. 88.42(s. 1H). 7.84(m, 2H), 7.40(m. 3H), 7.17(d. 2H, J= 8.72 Hz), 

1H. J .87 Hz). 3.49(d, 1H, J .87 Hz), 3.18(m. 8H). 1.59(d. 3H, J=6.67 Hz), 

0 „ e , HPLC(C - 18, 1%MeOH/0-90% CH 3 CN/Water (0.1% TFA)/(50mM Et 3 N/TFA) 4mi n run 
R,=2.o3 min 



{4 / [({ y 5 ' Me * y '~ 1 ' 2 ^ 

thiazol-S-vllme thyDsulfanvll phenov Y^ceticacid — 
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'H NMR (CDCW 400MHz 6 10.17(s, 1H), 6.02(d. 2H. J=8.20 Hz). 7.67(m, 3H). 7.46(m. 1H) 
7.36(1. 1H. J=7.95 Hz). 7.22(d. 2H. J=8.72 Hz). 7.06(dd. 1H. J=8.37. 2.39 Hz). 6.79(d. 2H J=8 72 Hz) 
4.69(s.2H).4.58(s.2H).4.22(s.2H).2.73(s.3H). " * 

MS(ES*) M+H= 614.00 

5 

2-Methy|.2^4.rf{4^r4-(5.methvl.1 f 2.4^xadiazo|.3-vl)phenoxv1methy l}.2.p. 
itrifluoromethvl)phenvn-1,3-thiaz 0 l.5.v» methvl) SU )fanvnphenoxv}pro P anoic ac id 

1 H (CDCW 400MHz 8 7.98(d. 2H. J=8.03 Hz). 7.92(d. 2H. J= 9 :06 Hz). 7.67(d. 2H J=8 03 

10 

MS(ES') M-H= 640.00 
?-Methyl.2^r(4^5^ethyH,2.^^ 

yl)methvnsu>fanyl}phenoxy)propanoic acid " 



15 



1 H NMR (CDCW 400MHz S7.93(d. 2H. J=9.06 Hz). 7.86(m. 2H). 7.42(m, 3H) 7 1 7(d 2H 
J=8.72 Hz). 6.96(d. 2H. J=9.06 Hz). 6.73(d. 2H, J=8.72 Hz). 4.92(s. 2H). 4.27(s. 2H). 2.66(s. 3H),' 
1.57(s, 6H), 

MS(ES")M-H= 571.50 

20 < 4 -H< 4 W5-Methy|.1,2,4-ox a diazol^ 

thiazol-5-vt)m ethynsulfanvnphenoxv)aceticacid 

1 H NMR (CDCI 3 ) 400MHz 8 7.98(d. 2H. J=8.20 Hz). 7.93(d. 2H. J=9.06 Hz). 7 66(d 2H 
J=8.20 Hz). 7.28(d. 2H. J=8.89 Hz). 6.96(d. 2H. J=9.06 Hz). 6.76(d. 2H. J=8.89 Hz). 4.86(s 2H) 
4.60(s.2H).4.25(s.2H),2.62(s.3H), 
25 MS(ES-)M-H=611.80 

(4-{[(4-(r4-(5-Methv|.1,2.4-oxadia2ol.3. vl)phenoxv1m e thy»).2-phenvl.1.3~thiazo|.5. 
yl)methvnsulfany»>phenoxy)acetic acid 

1 H NMR (CDCI,) 400MHz 7.92{d. 2H. J=9.06 Hz). 7.83(m. 2H). 7.39(m. 3H). 7.23(d 2H 

2 60? 3H) 6 ' 95(d ' J=9 "° 6 H2)> 6 ' 76(d * J=8 ' 9 ° H2) ' 4 • 70^S • 2H)> 4 54(S ' 2H) ' 4 - 18(S ' 2H) ' 
MS(ES*) M+H= 546.20 

2^4-[({4H[4.(5-Methy|.1,2.4.oxadiazo|.3. y l) phP noxv1methvlV2.r4.(trifl UO romethvn P henyn.1 3. 
35 thiazol-5-yt}methyl)sulfanvHphenoxvtpropanoic acid 

1 H NMR (CDCI,) 400MHz ,87.97(d. 2H, J=8.20 Hz), 7.92(d. 2H, J=8.89 Hz). 7.65(d, 2H. J=8 20 
Hz). 7.22(d. 2H. J=8.89 Hz). 6.94(d. 2H. J=8.89 Hz). 6.73(d. 2H. J=8.89 Hz). 4.86(d. 1H. J .79 Hz) 
4.80(d. 1H. J .96 Hz). 4.66(q. 1H. J=6.89 Hz). 4.26(d. 1H. J .87 Hz). 4.20(d. 1H. J .87 Hz). 2.62(s 3H) 
1.58(d,3H,J=6.89Hz), 1 ' 

MS(ES-) M-H= 626.00 
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yl)tnethvllsul fany|)Dhenoxy)propanoicacld 

' NMR (CDCU 400MH 2 .67.93(d, 2H, J=9.06 Hz). 7.85(m, 2H), 7.41(m, 3H). 7.24(d, 2H 
J=a89 Hz), 6.95(d. 2H, J=9.06 Hz). 6.74(d, 2H. J=8.89 Hz). 4.82(s. 2H). 4.68(q. 1H J=6 89 Hz) 
4.25(d. 1H. J .87 Hz). 4.19(d. 1H. J .87 Hz). 2.64(3, 3H). 1.61(d. 3H J=6.89 Hz 
MS(ES-)M-H= 558.30 * 

2 ^4-[({4^f4-(4-AcetvlDheny l).1. P i P erazlnyl]methvl>-2.r4 ./trifl ll nrnm 0 tt,»iA»k n 1 •» • c 

1 H NMR (CD,OD) 400MHz 8 8.04(d. 2H. J=8.10 Hz). 7.85(d, 2H. JoftM Hz) 7 72(d 2H 
.MU0 Hz). 7.25(d. 2H. J=8.79 Hz). 6.93(d, 2H, J=9,4 Hz). 6.81(d. 2H. =8.79 Hz) 4 32fe2H) 

MS(ES ) M-H = 668.1 

H ^W^-ChlorophenylH^iperai n y^^ 1 , fhs „„. - 

^^SSjh ^^^^ g^g^ ">m e thy.)phen Y . ] .1 T 3-th,aro l . q . 

'H NMR (CD 3 OD) 400MHz 8 8.05(d. 2H. J=8.10 Hz), 7.73(d, 2H, J=8.10 Hz) 7 24(d 2H 
J* 79 Hz). 7.15(d, 2H. J=8.97 Hz). 6.90(d, 2H, J=8.97 Hz). 6.80(d. 2H. J=8.79 Hz) 4 Ms 2H> 
3.57(s. 2H). 3.18(t, 4H, J=5.00 Hz). 2.77(t, 4H, J=5.00 Hz). 1 .49(s, 6H) ' ' 

6.13%) Ana ' ySiS: ^ (C ' 58 04%: H ' 4 - 72%: * 6 ' 35%) F ° Und < C ' 57 - 65 °^ H. 4.80o/ 0 ; N . 

2 ^[((4Hr4^ethoxyphenvl).1^i D era2tnyl] m ethvl>.2-r4./trifl UO r n m < .th V i^ho.,.n ., , thl „„. - 

1 H NMR (CD 3 OD) 400MHz 5 7.98(d. 2H. J=7.93 Hz). 7.63(d, 2H. J=7.93 Hz) 7 12(m 3W 
4 6 H?i"^ 

6.320/0) AnalySiS: ^ (C ' 6 °- 26%: H " 5 " 21%: N ' 6 - 39%) F0Und < C ' 59 83 %= H, 5.290* N. 

yQmethynsulfanyl>.2.methv^^ ^ ~ 

1H), ^^ 2 ^' j^^^J* 3-39(8, 2H), 2.54(brs, 4H), 2.14(s, 3H), 1.55(s, 6H), 

y>}™thyl) S ulfanyn.2.meth^ 1 ,P tn iazolj- 

•H NMR (CD 3 OD, 400MHz 6 8.05(br s. 2H), 7.66(d. 2H. J=8.28 Hz). 7.15(s, 1H) 6 84(m 6m 
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i K4-r({4W4-Acetylphenvl M 

yl}methvnsulf anyll-2-methvlphenoxvV2-methylproDanoic acid 

( H NMR (CD,OD) 400MHz 6 7.97(d, 2H. J=8.10 Hz). 7.80(d, 2H, J=8.42 Hz) 7 65(d 2H 

J=8.10 Hz), 7.1 6(br s, 1 H), 7.01(br s. 1 H), 6.84(d, 2H. J=8.42 Hz), 6.60(br s, 1H), 4.23(s, 2H) 3 44(s 

2^.3.27(^5,4^2.55(^8.4^.2.44(8.3^2.11(5.3^,1.52(5.6^ 
MS(ES + ) M+H= 684.2 

^4-r({4^3-Methoxyph^ 

yl}methvnsu »fanyn-2-methylphenoxy}-2-methvlpropanoic acid 

1 H NMR (CD 3 OD) 400MHz 8 7.96(d. 2H, J=8.10 Hz). 7.61(d, 2H. J=8.10 Hz). 7.03(m 3H) 
6.38(m. 4H). 4.1 8(s. 2H). 3.69(s, 3H). 3.33(s, 2H). 3.11 (m. 4H). 2.66(br s. 4H). 2.09(s, 3H), 1.50(s.' 
6H), 

MS(ES-) M-H= 670.0 
■ ^({Hf^FluorophenylH^^ 

yl}methyl)sulfanyl1.2-methvl phenoxv>.2^nethylpropanoic acid 

1 H NMR (CD3OD) 400MHz 8 8.08(d, 2H, J=824 Hz), 7.73(d, 2H. J=8.24 Hz), 7.18(br s 1 H) 
7.04(br s, 1 H). 6.92(m, 4H), 6.72(br s. 1 H). 4.26(s. 2H). 3.58(s. 2H). 3.14(br s. 4H), 2.84(br s 4H) 
2.10(s,3H), 1.60(s,6H). V 

MS(ES ) M-H= 658.4 

2-Methyl-2-{2-methyl-4.rtf4-fr4- (phenoxvcart»onyl).1- P i Pe razlnvl1methvlV2^4. 
,(trifl U oromethvl)phenvn.1.3-thi a zo|.5.vl>methvl) su |fanvnphenoxy}propanoicacld 

1 H NMR (CD s OD) 400MHz 8 8.04(br s. 2H), 7.71 (br s, 2H). 7.34(m. 2H). 7.19(m. 3H). 7.04(m 

3H), 4^8(s. 2H). 3.65(s, 2H), 3.45(br s, 4H). 2.47(br s, 4H). 2.12(s, 3H), 1.61(s. 6H) 
MS(ES-) M-H= 684.0 

2.[4-({[4Kr4-(4.Acetvlphenvn.1- P i perazinvnm e th Y l}.2.(4.fluoroph e nv»).1.3-thlazo|.5. 
yl]methyl}sulfanvl).2.methvlD henoxvl-2.m e thy|prop a noic acid 

1 H NMR (CD 3 OD) 400MHz 8 7.93(m. 2H). 7.86(d, 2H, J=9.16 Hz). 7.18(m. 3H), 7.07(br s 
1 H) 6.95(d. 2H. J=9.1 6 Hz). 6.69(br s. 1 H), 4.23(s. 2H), 3.42(m. 6H). 2.69(br s, 4H). 2.49(s, 3H). 
2.13(s,3H). 1.56(s,6H), ; ' 

MS(ES-) M-H= 632.3 

2-(4-{[(2-(4-Fluorophenyl).4-rr4-(3-methoxvp h e n y l ).1. piperazinvnm e thylH,3-thiazol-5. 
yl)methyl] S ulfanyl>.2.methvl P h e noxv).2- me thY lp r 0 panolcacld 

1 H NMR (CD3OD) 400MHz 8 7.96(m. 2H), 7.19(m. 3H), 7.12(t. 1H, J=8.24 Hz). 7.01(br s 1 H) 
6.66(br s. 1H), 6.54(dd, 1H, J=8.24, 2.20 Hz). 6.47(t. 1H. J=2.20 Hz). 6.43(dd. 1H. J=8.24. 2.20 Hz) ' 
4.20(s, 2H). 3.73(s. 3H). 3.55(s, 2H), 3.24(br s, 4H), 2.91(br s. 4H). 2.13(s, 3H), 1.56(s. 6H), 

MS(ES-) M-H= 620.0 
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2.[4^{[4^r4KEthoxY C arbonvl).1.pi Pe ra 2 invnm e thY l ^4.f| U oro D h e nvn.i a .tht a > »,.^ 
ylJmethvt}suIfanyl).2.methvlDh e noxv1-2-meth V l p ro Pan oic acid " 

1 H NMR (CD3OD) 400MHz 5 7.94(m, 2H), 7.19(m, 3H). 7.00(brs. 1H), 6.66{brs. 1H) 423(s 
> 2HJ, 4.09( q , 2H, J=7.05 Hz), 3.48(m, 6H), 2.49(br s. 4H, 2,3(s. 3H). 1.56(s, 6H, 1.23(t,3H, ' ^05 

MS(ES-)M-H= 586.2 

jrl)methyI1s U |fanvl).2wnethvl a h e n nX y).2.methviDr 0 pan ft i^rij 

1 H NMR (CDCI3) 400MHz 6 7.90(m, 2H). 7.18(m, 3H), 7.07(br s, 1H). 6.74(brs. 1H) 4 64(m 

MS(ES")M-H= 600.0 
2 -{ 2 -"*t"y"-r{{4^ 

yl}methvl)s U lfan vnphen 0 xv1 pr O p a nr>.V^iH " P ^ ' ^ J tniazo1 

th ia , 0 , »r n 2 t^ emyM ' t({4 ^ 

^azol-5-yI}methyl) S ulfanyl]phenoxy}propanoate (0.167g. 0.25 mmol). 2-{2-methyM4(M-r4- 
(tnfluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 > 3-thiazol-5- 
yl}methyl)sulfanyl]phenoxy)pro P anoic acid (0.066g, 41%) was obtained as a white solid 

1 H NMR (CD,OD): 5 8.05 (d, 2 H), 7.77 (d, 2 H), 7.20 (m, 6 H). 6.71 (d. 1 H), 4.80 (q 1 H) 
4.25 (s, 2 H). 3.93 (s, 2 H), 2.20 (s, 3 H). 1.60 (d. 3 H); «F NMR (CD 3 OD): 8 -59.87 (s) -64 72 (s)-' MS 
628 (M + 1,; Ana,. Caicd. for ^ C, 55.5; H. 3.69; N, 2^3%; fo und: cf H. 3.80; N 

yl}methyl)sulfanynphenoxy}acetic acid 

From methyl {2™thyW-[({4-[4-(^^ 3. 
th.azol-S-yDmethyDsulfanyQphenoxyJacetate (O.159. 0.24 mmol). { 2-methyl-4-[( { 4-[4- 

1x75^ 

acia ( 0.053g, 36%) was obtained as a white solid. 

<H NMR (CD3OD): 8 8.05 (d. 2 H), 7.77 (d. 2 H), 7.20 (m. 6 H). 6.71 (d. 1 H), 4.70 (s 2 H) 
4.27 (s. 2 H). 3.94 (s, 2 H). 2.20 (s. 3 H); 19 F NMR (CD 3 OD): 8 -59.88 (s) -64.72 (s); MS n* 614 ' 
(M + 1); Anal. Calcd. for C^NO,^: C. 54.81; H. 3.45; N, 2.28%; found: C. 54.64; H. 3.46; N, 

2-{2-methvl^.[(f4-(3.thienylm e thy l».2-r4 . ( trifluoromethvl)phenvn-1.3-thi a20 l- S . 
yl)methyl)sulfanvHphenoxy}propanoic acid 

yOmethyDsulfanyOpheno^propanoate (0.255g. 0.44 mmol). 2-{2-m e th y i-4-[({4-(3-thieny.meth y , ) . 2 . [ 4. 
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.(^uoromethyl)pheny0-1,3-thiazol-5-yl}m8thyl)sulfanyl]phenoxy}propanoic acid (0.058g 24%) was 
obtained as a white solid. 

1 H NMR (CD,OD): 8 8.05 (d. 2 H), 7.77 (d, 2 H). 7.33 (I 1 H), 7.18 (m, 2 H). 6.95 (m 2 H) 

Mpfrtx ^ 1 H) ' ^ (S ' 2 H)> 3 95 (S> 2 H) ' 2 - 2 ° (S ' 3 H >' 1 - 61 < d ' 3 H > ^ 550 (M+1 )• 

HPLC RT 4.056 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min @ 2ml/min @254/220nm) 

Anal. Calcd. for C^H^NC^S,: C, 56.82; H, 4.03; N, 2.55%; found: C, 56.84; H, 4.16; N, 2.53%. ' 

i2.methyl-4^{4^3-thienvlmethvn.2.r4.(tr lfluoromethvnDh e nvn.1.3.thla ZO |.s. 
yl}methyl)sulfanvnphenoxy)acetic acid 

From methyl {2-methyl-4-[({4-(3-thientf^ 
yOmethyl)sulfanyl]phenoxy}acetate (0.259g, 0.47 mmol), {2-methyM-[( { 4-(3-thieny1methyl).2-[4- 

(tnfluoromethyl)phenyl]-1.3-thiazol.5-yl}methyl)sulfanyl]phenoxy}acetic acid (0.138g 55%) was 
obtained as a white solid. 

<H NMR (CD 3 OD): 5 8.05 (d. 2 H), 7.77 (d. 2 H), 7.33 (t. 1 H). 7.18 (m, 2 H). 6.95 (m 2 H) 
6.69 (d. 1 H). 4.70 (s. 2 H), 4.24 (s, 2 H). 3.95 (s, 2 H). 2.21 (s, 3 H); MS 536 (M+1); HPLC RT 
3.979 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min @ 2ml/min @254/220nm). Anal. Calcd 
for C^H^NOaSa: C. 56.06; H, 3.76; N, 2.61%; found: C. 55.90; H. 3.88; N, 2.62%. 

on 2 ^-KW 2 - fu ry'"eth^ 

20 methv!ph3noxy}propanoic acid " 

From ethyl 2-{4-[({4-(2-forylnrethyl>2-[4-(trifluoromethyl)phenyl]-1.3-thiazol-5- 
yl}methyl)sulfany0-2-methylphenoxy}propanoate (0.091g. 0.16 mmol), 2-{4-[({4-(2-furylmethyl)-2-r4- 
^°romethy.)phenyg-1.3^ acid (0.019g 

22%) was obtained as a white solid. 

1 H NMR(CD3OD): 6 8.05 (d,2H).7.77(d. 2H).7.37 (s.1H),7.21(s,1H),7.17(d.1H) 6 72 
(d. 1 H). 6.31 (s, 1 H). 5.99 (s, 1 H). 4.80 (q, 1 H), 4.22 (s, 2 H). 3.97 (s, 2 H) 2 22 (s 3 H) 1 63 (d 3 
H); MS nVz 534 (M + 1); HPLC RT 3.929 (C18 4.2x100mm. 0-100% ACN/H 2 0 (0.1% TFA) 6min @ 

H476; n"^- AnaL Ca,Cd> C ' 58 - 53: H " 4 - 16: N ' 2 - 62%: ^ ^ L; 
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2-{4.r(f4K3.furylmeth y iW 
, methylphenoxy)propanofc acid " ^ — 

From ethyl 2-{4-[({4-(3-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yI}methyl )S ulfanyl]-2-methyl P henoxy}pro P anoate (0.177g, 0.32 mmol), 2-{4-[({4-(3-f U r y lmethyl)-2-r4- 

18%) was obtained as a white solid. 

'H NMR (CD 3 OD): 6 8.05 (d, 2 H), 7.77 (d, 2 H), 7.39 (s. 1 H), 7.20 (m, 3 H). 6.70 (d. 1 H) 

HP 2 ,?p1 ^tZt I ^ 4 (S ' 2 H) " 370 (S> 2 H) ' 2 - 2 ° < S " 3 H >' 1 62 «*■ 3 «* MS «k 534 (M + 1). 
HP C RT 3.966 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1 % TFA). 6min @ 2ml/min @254/220nm) 
Anal. Calcd. for C 26 H 2 F 3 N0 4 S 2 : C, 58.53; H, 4.16; N, 2.62%; found: C, 58.38; H. 4.30; N, 2.54% 
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2-{2-methvU-rtf4-f2-thi envlmethvn.2.f4-ftrifluoromethy[)phenvn-1.3-thiazol.S. 
yt}methvl)sulfanvllphenoxy}propanoleacid " 

From ethyl 2-{4-[({4-(2-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thlazol-5- 
y0methyl)sulfanyl]-2-methylphenoxy}propanoate (0.21g, 0.36 mmol), 2-{2Mne1hyM-K{4^2. 

thienylmethyl)-2-[4-(trifluoromethyl)phenyl>1,3-thiazol-5-yl}methyl)sulfany0pheno^ 
(0.01 9g, 10%) was obtained as a white solid. 

1 H NMR (CD 3 OD): 8 8.05 (d, 2 H). 7.77 (d, 2 H), 7.20 (m, 3 H), 6.91 (t, 1 H), 6.79 (s, 1 H), 6 69 
(d, 1 H). 4.80 (q. 1 H), 4.24 (s. 2 H), 4.09 (s, 2 H). 2.20 (s, 3 H), 1.62 (d, 3 H); MS mk 550 (M+1); 
HPLC RT 4.074 (C18 4.2x100mm. 0-100% ACN/H z O (0.1% TFA), 6min @ 2ml/min @254/220nm). 

fr™ethyi.2H4-I({4-f4Ktrffluoromethoxv)ben ^ ^ 
yl)methyl)sulfanvnphenoxy)propanoic acid 

From ethyl 2-methyl-2-{4-[({4-[4-(trifluorome^ >3 _ 
thiazo!-5-yJ}methyl)sulfanyl]phenoxy}propanoate (0.21 Og, 0.32 mmol), 2-methyl-2-{4-[({4.[4- 
(trifluoromethoxy)ben2y0-2-[4-(trifluoromethyl)phenyl]-1,3-thia2ol-5- 
yl)methyl)sulfenyl]phenoxy}propanoic acid (0.035g, 17%) was obtained as a cream solid. 

'H NMR (CD s Cl3): 6 8.05 (d. 2 H). 7.77 (d, 2 H), 7.28 (d. 2 H). 7.22 (d, 2 H), 7.13 (d. 2 H), 6.86 
(d, 2 H), 4.19 (s, 2 H). 3.96 (s, 2 H), 1.63 (s, 6 H); »F NMR (CD 3 Cy: 5 -58.26 (s) -£3.16 (s); MS m* 
628 (M+1); HPLC RT 4.526 (C18 4.2x100mm, 0-100% ACN/H 2 0 (0.1% TFA), 6min @ 2ml/mih 
@254/220nm). Anal. Calcd. for C^H^NO^ C, 55.5; H, 3.69; N, 2.23%; found: C, 55.78; H 3 83- 
N,2.10% ' ' ' 

{2-Methyll-4-ff {4-f(4-m eth y N2-thienW^ 
yl}methy»)sulfanvllphenoxy)acetic acid 

From ethyl {2-methyl-4-[({4-I(4-methyl-2-thienyl)me%n.2.[4-(tnfluoromethyl)phenyl]-1 3- 
thia2ol-5-yamethyl)sulfanynphenoxy)acetate (0.13g. 0.23 mmol), {2-methyl-4-(({4-[(4-methyl-2- 

thienyl)methylh2-[4-(trifluoromethyl)phenyG-1,3-thiazol-5-yl}memyl)sulfanyQphenoxy}a 
(0.01 1 g, 9%) was obtained as a cream solid. 

1 H NMR (CD,Cy: 5 8.01 (d, 2 H), 7.68 (d, 2 H), 7.24 (s. 1 H), 7.15 (d, 2 H), 6.72 (s, 1 H), 6 64 
(d, 1 H), 4.75 (s, 2 H), 4.19 (s. 2 H), 4.05 (s, 2 H), 2.20 (s, 3 H), 2.29 (s, 3 H); MS rrJz 550 (M+1)' 
HPLC RT 4.366 (C18 4.2x100mm, 0-100% ACN/H z O (0.1% TFA). 6min @ 2ml/min @254/220nm). 

{4-[({4-(2,4-diflu 0 roben2yl).2-r4.(triflu 0 r 0 m e thy l )phenyn-1^-thia2o|.S-vnmethvl)sulfanvl1. 9. 
methyl phenoxy}acetic acid — 

From ethyl {4-[({4-(2,4-difluorobenzyl)-2-[4-(trifluoromethyl)pheny0-1 ,3-thiazol-5- 

yQmethyI)sulfanyl]-2-methylphenoxy)acetate, (0.1g, 0.17 mmol), {4-[({4-(2,4-difluorobenzyl)-2-[4- 

(trifluoromethyl)phenyl]-1,3-thia2ol-5-yl}methyl)sulfany0-2-methylphenoxy}acetic acid (0.027g, 28%) 
was obtained as a cream solid. 

'H NMR (CD 3 CI 3 ): 5 7.99 (d, 2 H), 7.68 (d. 2 H), 7.22 (s, 1 H). 7.13 (m, 2 H), 6.79 (m, 2 H). 
6.62 (d. 1 H), 4.70 (s, 2 H), 4.20 (s, 2 H), 3.86 (s, 2 H), 2.23 (s, 3 H); "F NMR (CD 3 CI 3 ): 6 -63.1 5 (s) - 
1 14.03 (s) -1 14.06 (s); MS m/z 566 (M + 1); HPLC RT 4.356 (C1 8 4.2x1 00mm, 0-100% ACN/H j0 
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(0.1% TFA), 6min @ 2ml/min @254/220nm). Anal. Calcd. for C^HjoFjNOjSj.O.SHjO: C, 56.44- H 
3.68; N, 2.44%; found: C, 56.40; H, 3.79; N, 2.20% 

i4-r({4-(4-methoxybenzyl)-2-r4^tri^^ 
methyl phenoxv)acetic acid 

From ethyl {4-[({4^4-methoxybenzyl)-2-[4-{trifluoromethyI)phenyl]-1 l 3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}acetate (0.1 60g 0.27 mmol), (4-[({4-(4-methoxybenzyl)-2-[4- 
(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methyl)sulfanyll-2-methylphenoxy}acetic acid (0.005g, 3%) 
was obtained as a cream solid. 

1 H NMR (CD3CI3): 5 8.01 (d, 2 H), 7.68 (d, 2 H), 7.23 (s. 1 H), 7.1 1 (m, 3 H). 6.82 (d, 2 H), 6.62 
(d, 1 H), 4.90 (s, 2.H), 4.17 (s, 2 H), 3.90 (s, 2 H), 3.80 (s, 3 H), 2.25 (s, 3 H); MS mtz 560. ' 

2^ethyl|.2^({4-r(4^ethvN24hlenvl \methvn-244^trif1uoromethvnDhenyn-1.3.thia 2 ol.5. 
yl}methyl)sulfanyflphenoxv)propanoic acid 

From ethyl 2-methyl-2-{4-[({4-[(4^eth^^^ 3. 

thlazol-5-yl}methyl)sulfanyf]phenoxy>propanoate (0.17g 029 mmol), 2-methyl-2-{4-f({4-r(4-methyl-2- 

fo'enyI)methyfr2-[4Ktrifluor^ 

(0.002g, 1 .2%) was obtained as a cream solid. 

1 H NMR (CD,CI 3 ): 5 8.01 (d, 2 H). 7.78 (d, 2 H), 7.28 (d. 2 H), 6.86 (d 2 H), 6.73 (s. 1 H), 6.63 
20 (s. 1 H), 4.18 (s, 2 H), 3.99 (s, 2 H). 2.21(s. 3 H), 1.63 (s, 6 H); MS /n/z 564 (M+1); HPLC RT4 413 
(C18 4.2x100mm, 0-100% ACN/H z O (0.1 % TFA), 6min @ 2ml/min @254/220nm). 
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The following is an alternative procedure for the synthesis of Ethyl 2-{4-[({4-(hydroxymethyl)- 
2-[4-(Wfluoromethyl)phenylH,3-thiazo^ 

Ethyl 2-f4-(chlorosulfonyl)phenoxv1-2.methylpropanoate 

Cool a solution of the ethyl 2-methyl-2-phenoxypropanoate, (1.0 wt, 1.0 eq), in 
dichloromethane (7.5 vols) to 0 e C with stirring under a nitrogen atmosphere. Slowly add neat 
30 chlorosulfonic acid (0.78 wt, 1 .4 eq) to the reaction mixture at a rate such that the reaction 

temperature never rises above 5.0 °C. The addition typically takes 30 minutes to complete. Following 
the completion of the addition, stir the reaction mixture at 0-1°C. Follow the course of the reaction by 
HPLC. The reaction is typically complete after 30 minutes. At this point, slowly treat the reaction 
mixture with DMF (1 .75 L) (1 .40 wt, 4.0 eq). The addition of DMF to the reaction mixture is very 
exothermic. Adjust the rate of addition so that the reaction temperature never rises above 10.0 °C. 
The addition of DMF to the reaction mixture takes approximately 30 minutes. Following the 
completion of the DMF addition, re-cool the reaction mixture to 0.5 to 1°C. Treat the cooled reaction 
mixture with neat thionyl chloride (619 mL. 1.01 kg) (0.86 wt, 1.5 eq). Adjust the rate of addition so • 
that the process temperature never reaches 5°C. The addition of thionyl chloride to the reaction 
mixture is not very exothermic at all. Hence, the addition of thionyl chloride is typically complete in 5 
minutes. Following the completion of the DMF addition, warm the reaction mixture to 20°C with 
stirring. Follow the course of the reaction via HPLC. After 2.0 h, the reaction is typically complete At 
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to port, cool the reaction mixture to 0-1'C and carefully treat the reaction mixture with water (8 8 L) 
(7.5 vols). [Note: The addition of water may be somewhat exothermic depending upon how much 
unreaded thfonyl chloride is left in the reaction mixture.] Separate the organic layer and wash the 
«g«e layer with aqueous 0.1 N HCI solution (2 X 7.5 vols). Separate the organic layer, concentrate 
5 the organic layer to a minimum stir volume, treat the organic layer with isopropyl acetate (1 X 5.0 vols) 
and then concentrate the resulting solution via vacuum distillation to afford the titled compound as a 
translucent bronze colored oil. u..u«*> d 
Yield (% theory): 85-98%. 

10 1.20 (3h! U=7 R 0 4 h° 2 ) MH2 ' CDC ' 3) 5 7 (2H> bd) ' 6 (2H ' ^ 4 m * J=7 -° H2) ' 167 < 6H ' S >' 

Diethyl 2-f4.(trifluoromethyl)phenvn-1.3-th i a20 |e-4.5-di«rh n vYi a t a 

vols> to 5 H n-r a TT- ° f ^^"^"^^ioamide, (1.0 wt, 1.0 eq), in absolute ethanol (3 
vols) to 50 C with stirnng under a nitrogen atmosphere. Add diethyl 2-chloro-3-oxosuccinate (1 2 wt, 
1-1 eq). in one portion. Some warming is seen during the addition which is typically complete in less 
then 30 mmuies. After the addition is complete, heat the reaction mixture to about 68°C Hold the 
reacbon mixture at 67-69'C for 6 h and then coo. the reaction mixture to ambient temperature 
overnight Dilute the resulting yellow hazy solution slow* with aqueous 50% ethano. solution (3 vols) 
star at ambient temperature for 4h. and then cool the reaction mixture to <5»C. Filter the solids Wash 
the wet cake wrth aqueous 50% ethanol solution (3 vols, and dry at 45 «c to constant weight to afford 
the title compound as an off-white to white colored solid. 
Yield (% theory): 78-83%. 
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H > * 17 ^ ^ CDCW 6 8 - 14 {2H ' d ' J=8 - 2HZ) ' 7 ' 76 (2H ' * J=8 2H2 ). ** PH. q. J-7.1 
Hz). 4.43 (2H. q. J=7.1 Hz). 1.47 (3H. t, J=7.1Hz). 1.42 (3H. t, J=7.1Hz). 

{5.Hydroxymethvl.2.r4.ftriflu 0 r 0 m C t hyl)Dhenvn.l.3.fhi az o|.4. vl y m6thann , 

„ , J° 3 sus P ension ^ lithium aluminum hydride (0.14 wt) in THF (3.4 vols), add a solution of the 

vols at a rate such toat the temperature of the reaction mixture is maintained at below -1 0»C. The 
addition time ,s 1 5-3.0 hr. After the additten is complete. s«r the reaction mbcture at ambient 
temperature ror 18 h. Quench the reaction by adding aqueous 16% sulfuric acia (2.4 vols) Charge 
elhy. acetote (5 vols) with stirnng to the reaction mixture followed with water (5 vols). Filter the 

v r.TT thr0U9h Cellte {0 4 S8pwlB the ,ayers and wash ■» "9anic layer 

TcZ d 11 T T brine (2 X 4 VOl) - R6dUCe the ,0tal V °' Ume ° f »» -action mixture via 

d chZmrZ^ IT , S ° ,id SUSP6nded *** 3Cetate < 1 " 1 5 Vols >- ^ wHh 

dichloromethane (5 vols) and stir the suspension for at least 6 h. Filter the tan-colored solid Wash 

L"e™d ^ 
the title compound as an off-white solid. 

Yield (% theory): 65-85%. 

1 H NMR (300 MHz, CD 3 OD) 8 8.15(2H. d. J=8.3Hz). 7.79(2H. d. J=8.3Hz) 4 92 (2H s) 4 90 
(2H. s), 4.77(2H, s). ; ' 1 ' h 4 90 
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sulfanvl1phe noxy)-2.methylpropanoate. ~ 

To a stirred suspension of zinc dust (0.75 wt, 3.5 eq) in isopropyl acetate (5 vols), add a 
solution of DME (0.5 vol) and water (0.5 eq). Heat the resulting solution from room temperature to 
40 c. Treat the reaction mixture with a solution of ethyl 2-[4-(chlorosurfonyl)phenoxy]-2- 
methyipropanoate (1 .0 wt. 1 .0 eq) and dichlorodimethyisilane (0.32 wt, 0.75 eq) in isopropyl acetate (3 
vols) over a period of 2 h as this addition is mildly exothermic. After the addition is complete increase 
the process temperature to 60°C. Treat the suspension at 60°C slowly with neat 
dichlorodimethyisilane (0.95 wt, 2.3 eq) over a period of 1 h. When the reduction of the 
sutfonylchloride is deemed complete (by HPLC), treat the reaction mixture with ^W^ydr™ymdhy^2. 
[4-(t^^ u eq) in one portion at 60-C Afterthe 

add.t,on is complete, increase the process temperature to 89°C and stir the reaction mixture at this 
temperature for 3 to 5 h then cool to ambient temperature. Filter the reaction mixture to remove 
unreacted zinc residue, wash the filtrate with water (2 X 8 vols) and concentrate the organic layer to 
about 3.5 volumes via vacuum distillation at 4CM5°C. Dissolve the resultant, somewhat syrupy 
resrdue in ethanol (2 vols) and treat the resulting solution with iso-octane (2vols). Cool the clear 
yellow-bnted solution to ambient temperature to induce crystallization of the product Collect the solid 
v,a titration. Wash the wet cake with isc-octane/EtOH (9:1. 1 vol) and dry under vacuum (-21 Torr) at 
60 °C for 12 h to afford the title compound as an off-whrte solid ' 
20 Yield (% theory): 45-55%. 

'H NMR (400 MHz. CDCI S ) 8 7.96 (2H. d, J=8.5 Hz). 7.66 (2H. d. J=8.5 Hz). 7.24 (2H d J=8 8 
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The following intermediates and ligands were prepared for the binding and transfection 
assays described below: 

i) 2 -{ 2 -">ethy l-4-f({4-methvl-2-r4-<trifluorom e thy|)phenvn-1.3-thi aZ f>l.s. 
yl}methyl)sulfanvHphenoxy}acetic acid 

This compound was used as a PPARdelta reference in the transfection assays described 
below and was prepared according to the following method: 



o 



X'° 

Intermediate A o a 



Chlorosulfonic acid (15mL) was cooled to 0"C. then 10.0 g (0.05M) of ethyl (2- 
methylphenoxyacetate was added over 10 m. The reaction mixture was stirred at 0-5'C for 30m the 
bath was removed and stirring continued for 2 h. The reaction mixture was poured into ice. forming a 
whrte solid wh,ch was washed with ice water and dried under high vacuum affording the title 
compound (12.846 g ,86%). 
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Intermediate B : \-T 

To a well stirred solution of LiAIH 4 (1 .52 g, 40 mmol) in dry THF (50 mL) at 0 °C, was slowly 
added a solution of ethyl 4-methyl-2-[4-(tiif)uoromethyl)phenyl]-thia2ole-5-carboxylate (12.6 g t 40 
mmol) in dry THF (50 mL). The mixture was stirred at room temperature for 2 hs. The reaction was 
quenched by slow addition at 0 °C of water (2 mL), 5N NaOH (2 mL) and water (6 mL). The 
precipitate was filtered, washed with EtOAc, MeOH, CH 2 CI 2 and THF. After evaporation, a yellow 
solid was obtained, that was crystallyzed from MeOH-water to afford intermediate 1 depicted above 
(9.90 g, 36 mmol, 90%) as a yellow solid mp 120-122 °C. 



To a cold (0°C) stined solution of intermediate 1 (8.2g, 30 mmol) and Et 3 N (6.07 g, 8.36 mL, 
60 mmol), in dry CH 2 Ci 2 (120 mL) was slowly added MeS0 2 CI (5.49 g, 3.71mL t 48 mmol). After 2 hs 
at 0°C more Et 3 N (6 mmol) and MeS0 2 CI (4.8 mmol) were added. After 2 more h a tic 
(hexane:EtOAc, 1:1) showed complete reaction. The reaction mixture was diluted with CH 2 CI 2 (120 
mL) and washed with NaHC0 3 (sat.) (2 x 240 mL) and water (2 x 240 mL), dried, filtered and 
evaporated to afford intermediate 2 (8.0 g, 27 mmol, 90%) as a yellow solid. 

2-{2-methyM-r({4-methyl-2>f4-(trifluoromethyl)phenyn-1 > 34hiazol>5- 
yJ}methyl)su»fany]]phenoxy}acetic acid: 



Intermediate A (4.68g, 16mM) was refluxed with 9.6 g of tin powder in ethanol (20mL) and 
dioxane/HCI (20 mL). After 3 h the reaction mixture was poured into ice and CH 2 CI 2 (200mL) and 
filtered. The phases were separated and the aqueous layer was extracted 2X 50 mL CH 2 Ci 2 . The 
combined organic layers were dried (MgSO«), filtered and evaporated to yield 3.5g (97%). This 
material readily forms disulfides and therefore was used immediately. It was dissolved in acetonitriie 
(50mL) with intermediate C (4.0g, 14.0mM) and Cs^C^ (10.1g, 31.0 mM) and stirred for 1 h then 
diluted with ether (200mL) and water (200mL). The phases were separated and the organic phase 
was washed 2X NaOH 0.1N (50mL), dried (MgS0 4 ), filtered and evaporated to afford crude product 
(6.57 g, ) which was slurried in hexane:ether (1:1) and filtered to yield pure intermediate D (5.0g, 
74%). This material was hydrolyzed as described below to prepare the title compound. A solution of 
the corresponding ester (Intermediate D) (1 mmol) in THF (10 mL) (in some cases few drops of MeOH 
were added to help solubility), was treated with 1N LiOH in water (2mL, 2 mmol), and stirred 16 h at 
room temperature (when reactions were slow, the temperature was elevated to 50°C). The solution 
was neutralized with 1N HCI (2 mL, 2 mmol) and the organic solvent evaporated to afford an aqueous 
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solution wrth an insoluble product. If the insoluble was a solid, it was filtered and dried to afford tha 
final produot. if the insoluble was an oil, * was extracted with EtOAc (30 mL). Tha organic sdu on 

pTduT^' W3ter (2 X 30 mL) ' dried ' fi ' tered " and eV ^ P ° rated t0 aff ^ ^ 

5 

Binding Assay : 

usinn „ ^ 0n ;.^ ndS D Were tested for ability to bind to hPPAR gamma hPPARalpha or PPARdelta 
us,ng a Scntillation Proximity Assay (SPA). The PPAR iigand binding domain (LBD) was expressed 

3 ZLT^ fc * n Pr0teinS ^ The ^ W9S *™ with b Jn and 

3 ^mob.hzed on strep<av,d,n-modffied scintiliatlon proximity beads. The beads were then incubated 

r^2 C ° 2 TA "J" aPPr ° Priate radi ° ,i9and (3H - BRL 49653 f0r PPAR « radioiabelied 

hPPAR^^ 

918 (1997). For the structure and synthesis of this Iigand) for PPAR delta) and variable 
■ mKiMons of test compound, and after equilibration the radioactivity bound to the beads was 

conta.n,ng 50 uM of the corresponding unlabeled Iigand. was subtracted from each data point For 
each compound tested, plots of Iigand concentration vs. CPM of radioligand bound were LnstrJL 

a 0 l ap rr;^^ 

compete b.nd.ng. The details of this assay have been reported elsewhere (see, Blanche* Tg et 

l^: 0 '; s r ,ation proximity Assay * peroxis °™ ^J.^ ed z£L 

gamma Ligand Binding Domain. Anal. Biochem., 257. 1 12-1 19 (1998)). 
Transfection assay : 

cell, for fh 0 ^ kT! ^ SCTeened f ° r fllnCll0na, P ° tenCy in tansto * ^"^tion assays in CV-1 

chimin,?. % ? ^ PPAR SUbtyPBS <^ s «" -say). A previously established 

'TZ 7 SV ^ t0 a "° W C ° mpariSOn ^ transitional activity o 'he ' 

1 'n , t P6S ° n *" ^ tar96t 96ne and ,0 Prevent end0 ^ receptor activation from 
compl.cafcng the .nterpretation of results. See. for example. Lehmann J M-Moore L B » 

2^2953" XtT Pr0Werator - activated gamma (PPARgamma,. jl B/o/ 

270. 12953-6 (1995). The ligand binding domains for murine and human PPAR alpha PPAR oamm 
^were each fused to the yeast »«^^C1AU DMA^J^^ 

atoZrf ? 'T 6 ^ ^ eXPreSS '° n VeCt ° rS fW the respective PPAR ^ 
a reporter construct contaming five copies of the GAL4 DMA binding site driving expression of 

seated placental a.Kaline phosphatase (SPAP) and beta-galactosidase. After 16 h. the medium was 
Z^ul T E mediUm SUPP ' emented ^ 1 ° % da '^ d ^< calf serum and the ^ 
assaved 1 ^ 'T^ C ° nCentration - Afler - add »iona, *h. cel. extracts were prepared and 
cTecld 7 7 ' Pha,3Se and D -9 alactosidasa activity. Alkaline phosphatase activity was 
to Ta^ rr ?! : 6ffidenCy USin9 ,he to***""*™ activity as an interna, standard L 
for example, Kl.ewer, S. A., et. al. Cel. 83, 813-819 (1995)). Rosiglitazone (BRL 49653) was used aT 
a Posi^e control in the hPPAR gamma assay. The positive control for PPAR drib assays wa " £ 
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The positive control in the hPPARalpha transection assay was 2-[4-(2-(3-(4-fluorophenyl)-1- 
heptylureido)ethyl)-phenoxy]-2-metfiy1propionic acid, which can be prepared as described in Brown 
Peter J., et al. Synthesis Issue 7, 778-782 (1 997), or patent publication WO 9736579. 

All of the above examples of this invention were agonists of at least one hPPAR subtype. 
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1 . A compound of formula (I) or a pharmaceutical^ acceptable salt, solvate, or 
hydrolyzable ester thereof wherein: 



R 1 and R 2 are independently hydrogen or C V3 alkyl; 
X 2 isO, S, orCH 2 ; 

R 3 R\ and R 5 are independently H, C^aikyl, OCH 3 , CF 3 , OCF 3l CN, allyl, or halogen; 
Y is S or O; 

each R 25 is independently CH 3 , OCH 3l CF 3 , or halogen; 
y is 0, 1, 2, 3, 4 or 5; and 

R 26 is selected from the group consisting of the moieties A through K depicted below: 
A 

-N^N— R 12 

wherein R 12 is selected from the group consisting of C^Ikyl, C^lkylenearyl, and the 
moieties depicted below in Group II, 

P o 0 o 

Group 11 

wherein R 17 and R 18 are independently hydrogen, halogen, hydroxy, -CN, C^alkyl, C v 
eperfiuoroalkyl, C^acyl, -OC^alkyl, perfluoroOC^alkyl, or C^hydroxyalkyl; 
R 1fi is hydrogen or C^alkyl; 

R 21 is Chalky!. -C^alkylenearyl, aryl, or -aryl-heteroaryl; 

R 22 is C^alkyl, aryl, or -C ve alkylenearyl; 

R 23 is C 1-6 alkyl, C^cycloalkyl, or aryl; 

R 24 is C^alkyl, -C^alkylenearyl, C^cycloalkyl, or aryl; 
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B 



wherein Z is O, N or S (note that when Z is N t the depicted bond can be attached to the 
5 nitrogen in the ring as well as any of the carbons in the ring); 



N \— ^R*> 



10 wherein R 20 is C^lkyl, aryi, -OC^alkyl, hydroxy, C^hydroxyalkyl, or 1-aIkoxyC^alkyl; 

D 

-o 



I5 



R 14 



wherein R 13 and R u are independently hydrogen, halogen, CN, perfiuroC^alkyl, perfluroOC^ 
6 alkyl, C^alkyl, -OC^alkyl, -C^lkyieneOC^Ikyl, -SC^alkyl, or aryl; 



F 

— o' 



wherein R 21 is independently as defined above; 
G 

— N 



R 1B 



wherein R 15 and R 16 are independently hydrogen, C^alkyl, C^cycloalkyl optionally 
substituted with 1 or 2 C^alkyl groups, or R 12 as defined above; 
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H 

=N 

I 

5 (CH 2 )nPh 

wherein n is 1-3 

J 

O R 21 

10 wherein R 21 is independently as defined above; and 

N 

K 

S R 21 

15 wherein R 21 is independently as defined above. 

2. A compound according to claim 1 wherein R 1 and R 2 are independently H or CH 3 . 

3. A compound according to claim 2 wherein R 1 and R 2 are either both H or both CH 3 . 

4. A compound according to any of claims 1-3 wherein X 2 is O or S. 

5. A compound according to any of claims 1 -4 wherein R 3 is CH 3 or H. 

5 6. A compound according to any of claims 1 -5 wherein R 4 and R 5 are H. 

7. A compound according to any preceding claim wherein Y is S. 

8. A compound according to any of claims 1 -8 wherein y is 1 or 2. 

9. A compound according to claim 8 wherein each R 25 is independently halogen or CF 3 . 

1 0. A compound according to any preceding claim wherein R 26 is selected from the group 
consisting of 

. ,and n 

wherein R", 2, R«. and R 14 are as defined in Claim 1. 

1 1 . A compound according to any proceeding claim wherein R 1S and R 14 are independently 
fluorine, bronime, phenyl, thienyl, CF 3 , OCF 3> OCH s , SCH 3 , or t-butyl, R« and R 1 » are independently 
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hydrogen, OH, CN, OC^alkyl, halogen, CF 3l COCH 3 , CH(OH)CH 3 , or OCF 3 , R 21 is phenyl optionally 
substituted by methyl or CN, -C^alkylenephenyl, or phenyl-5-methyl-1,2,4-oxadiazol-3-y!, R 22 is c, 
6 alkyl, phenyl, or benzyl, R 23 is C^alkyl, furanyl, thienyl, phenyl optionally substituted by a halogen a 
methoxy or a dimethylamino group, methoxymethylcyclopropyl, or C^cyclalkyl, and R 24 is H, C^alkyl, 
cyclohexyl, m-methoxypheny!, p-fluorophenyl, or -CH 2 CH 2 phenyl. 

12. A compound according to Claim 11 wherein R 25 is 

-/^X— R 12 
and R 12 is selected from the moieties shown in Group IV. 




Group IV 



1 3. A compound according to Claim 12 wherein R 17 is fluorine, chlorine, OC^alkyl or COCH 3 
and R 18 is OCH 3 or hydrogen, and R 19 is hydrogen. 

14. A compound according to Claim 10 wherein R 26 is 




1 5. A compound according to Claim 14 wherein R 14 is thienyl, OCH 3l OCF 3 , CF 3 , or fluorine 
and R 13 is hydrogen or fluorine. 

1 6. A compound of formula (!) selected from: 
2^4-({[4^[4^4-acetylphentf 

y0methyl}sulfanyl)-2-methylphenoxy]-2-methylpropanoicacid, 
2-memyl-2^2-me^ 

5-yI}methyl)suIfanyl]phenoxy}propanoic acid, 

{2-methyM4({4-(3-thienyIme^^^^ 
yl}methyl)sulfanyI]phenoxy}acetic acid, 

{4-[({4-benzyl-2-[4-(trffl^^ 
dimethylphenoxyjacetic acid, 

2^({44[4H4-acet^ 
yl}methyl)suIfanyl]-2-methylphenoxy}propanoic acid, 
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2^4-[({4^[4-(4-a^ 
yl}methyl)su!fanyl]-2-ethyIphenoxy}propanojc acid, 

2^2-methyM-[({4-(24hieny!metW^^ 
y!}methyl)sulfanyqphenoxy}propanojc acid, 

2^4-[({4^[4-(4^ethoxy^^ 
5-yI}methyl)sulfanyI]-2-methylphenoxy}propanoic acid, 

2K4-[({4^[4-(4^thoxyphenyi)-1^ 
yl}methyI)suifanyI]-2-methylphenoxy}propanoic acid, 

2-methyl-2^2-methyM-[({4^[4-(phe™ 
(trifluorome%l)phenyO-1,3-thiazoI-5-yl}methyl)sulfenyI]phenoxy}propanoic acid, 

2^4-[({4^[4-(4-acetylpheny^^^ 
yf}methyl)sulfanyO-2-propylphenoxy}propanoic acid, 

{2-methyi^[({4-[4^3-thienyi)benzyO-2-[4-(trifluoromet^ 
yl}methyi)sulfanyl]phenoxy}acetic acid, 

2-(44[(2-(4-fiuorophenyl)^[4^ 
yl)methyl]sulfanyi}-2-methylphenoxy)-2-methylpropanoic acid, 

2^44({4^[4-(4-acetylphenyl)-1-pipe^ 

yI}methyI)suifeny!]phenoxy}-2-methylpropanoic acid, 
2^4-[({4^[4-(2,4<limethoxyp^ 

thiazol-5-yi}methyl)sulfanyI]-2-methylphenoxy}propanoicacid, 

{2-isopropyM-[({4^[4-(4-methoxypte^ 
1 ,3-thia20l-5-yi}methyl)sulfanyI]phenoxy}acetic acid, 

2^4-[({4^[4-(4-metho>typhenyl)-1^ 
5-yI}methyl)suIfanyI]-2-propylphenoxy}propanoic acid, 

2^4-[({4-benzyl-2-[4^trif!uorom 
methylphenoxy}propanoic acid, 

2-{2-ethyl-4-[({4-{[4-(4-methoxyphenyI)-1 -pipera2inyl]methy^2-[4-(trifluoromethyl)phenyI]-1 ,3- 
thiazol-5-yI}methy!)suifenyl]phenoxy}propanoic acid, 

2-methyl-2^2-methyM-[({444-(t^^ 
5-yl}methyi)sulfany!]phenoxy}propanoic acid, 

2^4-[({4-{[4-(4-fluoropte^ 

yi}methyl)sulfanyI]-2-methylphenoxy}-2-methyipropanoic acid. 

{4-[({4^[4-(4-acetyiphenyl)-1-pipera2inyi]methyl}-2-[4-(trifiuorometh 
yl}methyl)suifanyl]-2-propylphenoxy}acetic acid, 

{4-[({4-([1 , 1 '4>iphenyO^-ylmethyl)-2-[4-(trifluorornethyl)phenyO-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}aceticacid, 

244-[({4-{[4-(4-fluorophenyi)-1^^ 
yl}me%l)sulfanyl]-2-methylphenoxy}propanoic acid, 

{4-[({4-{[4-(3-methoxyphenyl).1.pipera2inyOmethyI}-244-(trifluorom 
yl}methyl)sulfanyI]-2-methyiphenoxy}acetic acid, 

242-methyl-44({4-(3-thienylm^ 
y!}methy!)suifanyl]phenoxy}propanoic acid, 
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{4-[({4K[4-(2-metho 
yl}methyl)sulfanyO-2-methyIphenoxy}acetic acid, 
2^2-isopropyM-[({4^[4^4~metto 

1 ,3-thia2ol-5-yl}methyl)su!fanyl]phenoxy}propanoic acid, 
2^4-[({4-(4-tert-^ 

methylphenoxy}-2-methylpropanoic acid, 

2^4-[({4^[4-(3-methoxypte^ 
5-yl}methyl)sulfenyl]-2-methylphenoxy}propanoic acid, 

2^4-[({4-ben^!-2-[4-(trffi^^ 
dimethylphenoxy}propanoic acid, 

2W({4^[4-(4^hloropheny^ 
y!}methyl)sulfanyO-2-methyIphenoxy}propanoic acid, 

2H4-[({4-ben2yl-2-[4-(trrfluo^^ 
fluorophenoxy}propanoic acid, 

2^4-[({4^[4-(2,4^ffluorophe^ 
5-yi}methyl)sulfanyi]-2-rnethy[phenoxy}propanoic acid, 

{4-[({4-(2,4Kiifluorobenzyi)-2-[4-(trifluoromethy!)phenyO-1,^ 
methy!phenoxy}acetic acid, 

2^4-[({4^[4-(4-ac^ 

yI}methyl)sulfanyI]-2-methylphenoxy>2-methy!propanoic acid, 

2nTiethyl-2^2^ethy]^[({^ 
y!}methyI)sulfenyI]phenoxy}propanoic acid, 

2-{4-t({4-{[4-(4-methoxyphenyI)-1 -pipera2iny0methyI^2-[4-(trifluor(OTethyl)phenyI].1 ,3-thiazol- 
5-yl}methyl)sulfanyI]-2-methylphenoxy}propanoic acid, 

{2-ethyl^[({4^[4-(4-metho^^ . 
thia2ol-5-yI}methyI)sulfanyI]phenoxy}acetic acid, 

2^4-IU4-(4-methoxybenzy^ 
methylphenoxy}-2-methylpropanoic acid, 

2-methyl-2^44({4^[4^2i>^ 
thia2ol-5-yl}methyI)sulfanyi]phenoxy}propanoic acid, 

2^4-[({4^[4-(4^ethoxyphenyl>1^^ 

5-y!}methyi)sulfanyiJ-2^ethy]phenoxy}-2-methylpropanoicacid, 
2^4-[({4K[4-(4-methoxyphe^^ 

5-yi}methyl)sulfanyl]phenoxy)-2-methy}propanoic acid, 
2nriethyl-2-{2-methyl^^ 

thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoicacid, 

thiazol.5-yl}methyl)sulfanyl].2-methyiphenoxy}propanoicacid, 
2^2-methyM-[({4^[4-(2^^ 

thiazoI-5-yl}methyl)sulfanyl]phenoxy}propanoic acid. 

{2-methyM4({4-(3-ph^ 
yl}methyl)sulfanyl]phenoxy}acetic acid, 
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[4-[({4-benzyl-2-[4-(trifiuo^ 
(trifluoromethyl)phenoxy]acetic acid, 

{2-methyM4({4^4-(5wTiethyl-^^ 
(trffluoromethyl)phenyl]-1 .S-thiazol-S-y^methyOsulfanyOphenoxyJacetic acid, 

{4-[({4-benzyl-2-[4-(trffl^^ 
methylphenoxyjacetic acid, 

{4-[({4-benzyl-2-[4-(trffluorom 
methylphenoxyjacetic acid, 

{4-[({4-(4-methoxybenzyl)-2-[4-(trifiuoromethyl)phenyQ-1,3-thi 
methylphenoxyjacetic acid, 

{2,5^imethyI^[({4-(3-thienylm^ 
yi}methyI)sulfanyi]phenoxy}acetic acid, 

{2HTiethyI^[({4^[4-(2-pyra;dnyl)^ 
thiazol-5-yl}methyl)sulfanyI]phenoxy}acetic acid, 

{4K({44>enzyi-244-(trifluorometo 
dimethy!phenoxy}acetic acid, 

[4-({[2-(4K:hlorophenylM-methyl-1,^ 

acid, 

{2-me%W-[({4-[(4-methyW 
yl}methyI)sulfanyI]phenoxy}acetic acid, 

{4-[({44>enzyI-2-[4-(trifluoromethyl)phenyO-1,3-thiazo]-5-yQm 
bromophenoxyjacetic acid, 

{2-methyl^[({4-[(2-phenyleth^ 
ylJmethyl)sulfanyl]phenoxy}acetic acid, 

{2-methyl^[({4-(2-phenylethyl)^ 
yI}methyl)sulfanyI]phenoxy}acetic acid, and 

pharmaceutically acceptable salts, solvates, and hydrolyzable esters thereof. 

1 7. A compound of formula (I) selected from: 

2^ethyl-242-methyM-^ 
yljmethyl)sulfanyl]phenoxyjpropanoic acid, 

2^4-[({4^[4-(4-methoxyphenyIM-pipe^ 
5-yI}methyi)suIfanyI]-2-methylphenoxy}propanoic acid, 

{2^thyl^[({4^[4-(4-methoxyph 
thiazol-5-ylJmethyl)sulfanyQphenoxy}acetic acid, 

244-[({4-(4-methoxybenzyl^2-[4-(^ 
methylphenoxyJ-2-methylpropanoic acid, 

2-methyl-2^4-[({4^[4-(2^ 
thia2ol-5-yl}methyl)sulfanyl]phenoxy}propanoicacid, 

2^4-[({4-{[4-(4-methoxyphenyl)-1-piper^^ 

5-y!}methy!)sulfanyl]-2-methylphenoxy}-2-methylpropanoicacid, 

2-{4-[({4»{t4-(4-methoxypheny!)-1 -piperazinyl]methyl}-2-[4-(trifluoromethyl)pheny0-1,3-thia2ol- 
5-yl}methy))sulfany0phenoxyJ-2-methylpropanoic acid, 
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2^ethyl-2^2^ethyl^[({4-[4-(^ 
thia2oI-5-y!}methyl)sulfany!]phenoxy}propanoic acid, 

2^4-[({4^[4-(4-isopropoxyphenylHi^ 
thia2ol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid, 

2^2-methyI^[({4^[4-(2-pyrimi^ 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, and 

pharmaceutically acceptable salts, solvates, or hydrolyzable esters thereof 

18. A compound according to any preceding claim which is a hPPARS agonist. 

1 9 A compound according to Claim 1 8 which is also a hPPARa or hPPARgamma 

agonist. 

20. A compound according to any preceding claim which is a hPPAR pan agonist. 

21 . A compound according to any of claims 1-20 for use in therapy. 

22. A pharmaceutical composition comprising a compound according to any of claims 1- 

20. 

23. A pharmaceutical composition according to claim 22 further comprising a 
pharmaceutically acceptable diluent or carrier. 

24. Use of a compound according to any of claims 1-20 for the manufacture of a 
medicament for the treatment of a hPPAR disease or condition. 

25. Use according to claim 24 wherein the hPPAR mediated disease or condition is 
dyslipidemia, syndrome X, heart failure, hypercholesteremia, cardiovascular disease, type II diabetes 
mellitus, type I diabetes, insulin resistance, hyperlipidemia, obesity, anorexia bulimia and anorexia 
nervosa 

26. A method of treating a hPPAR mediated disease or condition in a patient comprising 
the administration of a therapeutically effective amount of a compound according to any of claims 1- 
20. 

27. A method according to claim 26 wherein the hPPAR mediated disease or condition is 
dyslipidemia, syndrome X, heart failure, hypercholesteremia, cardiovascular disease, type II diabetes 
mellitus, type I diabetes, insulin resistance, hyperlipidemia, obesity, anorexia bulimia and anorexia 
nervosa. 
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